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Training Courses at Annual Meeting

Focus on Compliance

This December’s Annual Meeting in Washington,
DC brings together scientific and technical profes-
sionals from every aspect of the pharmaceutical in-
dustry. To meet the educational needs of this
membership, the PDA-Training and Research Insti-
tute (PDA-TRI) has put together a group of high
impact courses to be offered in conjunction with
the conference. Organizations sending participants
to the courses will be rewarded with improved
compliance in the topic areas offered.

The lineup of courses for this conference offers
something old and something new. Four of our
most well respected faculty will be presenting top-

ics of interest to a wide range of individuals. Renee
Galkin will be presenting two separate one-day
courses. The first is “Auditing Techniques for CGMP
Compliance,” a course which has not been offered
since last June in New Jersey. This is a foundation
course for any person who has to conduct an audit
in the pharmaceutical industry. Galkin will follow
this up with a new offering entitled “Change Con-
trol and Documentation.”

Regulatory changes related to electronic records
in the past couple of years have had an immense im-
pact on those of us responsible for computer sys-

continues on page 33

PDA Publishes Two Technical Reports

Two new PDA Technical Reports will be sent to all
members as supplements to the September/October
2001 issue of the PDA Journal of Pharmaceutical Sci-
ence and Technology. They are TR 13: Revised, Funda-
mentals of an Environmental Monitoring Program,
and TR 34: Design and Validation of Isolator Systems
for the Manufacturing and Testing of Health Care
Products. Each of these reports is summarized below.

PDA Technical Report No. 13, Revised
Fundamentals of an Environmental
Monitoring Program

This report identifies microbiological and particu-
late control concepts and principles as they relate to
the manufacture of sterile pharmaceutical products.
It expands substantially upon the first edition of
Technical Report No. 13: Fundamentals of a Micro-
biological Environmental Monitoring Program,
published by PDA in 1990. While this publication
cannot possibly supplant the wealth of information

PDA ¢ 7500 Old Georgetown Rd., Suite 620, Bethesda, MD 20814

published on this subject, it provides summary in-
formation and appropriate references for the reader
to consult, if necessary. The objective was to con-
temporize the first edition through the utilization of
current definitions, recognition of improved envi-
ronmental monitoring procedures and equipment.
The document is designed to serve as a source of
information on clean room environmental test
methods, and although some non-viable particulate
and endotoxin testing data are included, its primary
focus is microbiological control. The concepts for
sterile product manufacturing are the most stringent
application, but these concepts can also be applied
to non-sterile product manufacture. The focus is en-
vironmental monitoring as it relates to facility con-
trol and compliance and the document was
compiled to aid in setting up a program that is
meaningful, manageable and defendable.

continues on page 34
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Filier Validation Services

A filter validation promise to customers

all around the world:

From vaccines and cell
cultures fo blood products—
only Sartorius lets you
validate with CONFIDENCE®

In matters of validation, Sarforius makes
an extra effort to ensure quality in your
process. And we do it all in 30 days or

No Excuses.
Yes, We Can!

less. It's all part of our FACTS® program of =

Fully Advanced Customer Total Support.
We fake the time to do it right. We fest
your filters with your product under your
process conditions. VWe run “worstcase”
bacteria challenge fests and worstcase
extraction. Our modern analyfical
validation labs include FT-R, GC/MS,
RPHPLC, UVVIS, GPC, HPCE, SFC, NVR
and TOC. No other filter manufacturer
performs these validation procedures with
more occuracy than Sarforius.

A
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Sartorius AG, Germany: 49 551 308 O # Sartorius S.A., France: +33 1 69 19 21 00 ® Sartorius Lid., UK: +44 1 372 737100
Sarforius S.p.A., ltaly: +39 055 505671 Sartorius Corp., USA: +1 800 368 7178 e Sartorius KK, Japan: +81 3 3329 5533

So when it comes down fo deciding
who the most viable filiration partner is
to properly challenge your process,
in 30 days or less, call us. Yes, we can!
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Executive MessaGe

PDA Letter

An FDA Perspective on Equipment

Cleaning Validation

At a recent non-PDA conference an FDA field
investigator made a presentation on cleaning
validation that appeared to articulate new
CGMP requirements. The presentation, which
was distributed to the audience, suggested that
the concept of establishing cleaning limits and
acceptance criteria for cleaning validation us-
ing maximum allowable carryover (MAC) limits
“conflicts with current Good Manufacturing
Practices (CGMP) and may, in fact, be so inher-
ently contrary to CGMP that drugs associated
with this practice become violative under Fed-
eral law.” The MAC formulas in PDA’s Techni-
cal Report 29: Points to Consider in Cleaning
Validation, were specifically suggested to be
unacceptable.

The concern that the focus of cleaning vali-
dation should be on cleanliness rather than
setting tolerances for contamination is under-
standable, but the presentation appears to
contradict well-established and well-accepted
cleaning validation principles. As far as is
known, cleaning validation practices as set
forth in PDA’s Technical Report 29 have been
accepted by FDA during many inspections
worldwide. In addition, PDA has never re-
ceived any official commentary from FDA that
the methods in the Technical Report are unac-
ceptable.

Maximum allowable carryover limits are used
by many companies for determining cleaning ac-
ceptance criteria for product to product carry-
over. Recognizing that detectable residues will
often be unavoidable in production equipment
that is not purely dedicated to a single product,
PDA's Technical Report 29 sets forth scientifically
defensible rationales for establishing necessary
carryover limits. In the Technical Report, the MAC
limit is defined as “the maximum amount of carry-

over from one product to the next that will not
produce a therapeutic dose, corrected with a safe-
ty factor.” The Technical Report states that the
MAC limit is determined from the mathematical
calculation:

Single Therapeutic Dose of Product A (x)

Batch Size of Product B (x) Safety Factor
MAC =

Largest Daily Dose of Product B

In order to clarify FDA policy, PDA Staff Rus-
sell Madsen, Bill Stoedter and I held a tele-
phone conference with Brian Hasselbalch,
Compliance Officer in CDER’s Division of Manu-
facturing and Product Quality on July 30, 2001.
Hasselbalch explained that CDER recognizes
that CGMPs do not require equipment surfaces
be absolutely free of residual contamination,
and that CDER generally would not support en-
forcement of zero tolerance in cleaning valida-
tion. FDA has not endorsed or at this point
rejected outright any particular specification-
setting concept. Manufacturers are cautioned
that setting cleaning specifications by MAC
alone may be objectionable, since equipment
must be subjected to a validated cleaning proce-
dure and be visually clean [the PDA Technical
Report does not advocate using MAC alone.]

Hasselbalch added that the presentation refer-
enced above does not necessarily convey agency
policy, and that the FDA Good Guidance Practice
regulations, which became effective last year, gov-
ern how CGMP guidance is now disseminated. Fu-
ture internal communication to the FDA field is
being considered to further clarify cleaning valida-
tion requirements.

Any member having a question or comment on
this issue should contact Bill Stoedter at
(410) 455-5806. W

—by Edmund Fry
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Would you like to be C

X Would you like to have a supplier evaluation
program for computer products?

X Would you like to spend less time
implementing your program?

X Would you like to have more time
to analyze audit data?

X Would you like to complete more audits
in less time?

X Would you like to have confidence in meeting
regulatory expectations for computer systems?

Then, you need

PDA Technical Report 32

& Membership in the

Audit Repository Center
610.970.1083 » www.auditcenter.com
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TR 32 UPDATE

RC

Audit Repository Center

by Harvey Greenawalt, Audit Repository Center

Since the issue of TR 32 in January of 2000 the
audits are being scheduled and implemented at
an average rate of two per month. This effort is
made possible by contributions from Pharma-
ceutical Industry Subscribers and Participating
Suppliers to the PDA’s licensed audit repository
administered by Audit Repository Center (ARC).

All of the Pharmaceutical and Biotechnology
Companies and Suppliers who initially sub-
scribed to ARC and the PDA Process have re-
newed their subscriptions for 2001-2002.
Currently seven Pharmaceutical and Biotechnol-
ogy Companies and five suppliers subscribe to
the process.

Benefits of the Application of the PDA Process
Model and ARC in the Subscriber Environment,
as provided to ARC by subscribers are presented
below.

The Application of the
PDA Process Model and ARC
in the Subscriber Environment

Pharmaceutical Companies who are Subscribers
have reported that using the PDA Process and
membership to the repository have resulted in
the enhancement of their System Life Cycle
(SLC) practices and Part 11 implementation.

Nearly all SLC practices in use today involve
the acquisition of Commercial-Off-The-Shelf
(COTS) products. The PDA program has estab-
lished a standard way of performing organiza-
tional assessment of suppliers whose market-
place products are used in critical business op-
erations that are either regulated or that impact
the company’s high risk computing base. The
PDA Process has allowed subscribing companies
to focus a handful of internal resources to be
knowledge workers in analyzing supplier capa-
bility rather than high cost data collectors in ex-
ecuting audits. Data collector roles are fulfilled
by PDA qualified external third party services.
The end result is the ability to manage over 60
audits per year using qualified services strategi-
cally located around the world without leaving
the comforts of home.

The quality of information gathered from au-
dits performed using the PDA Process allows the
audit analysts to predict the likelihood of tech-
nology use problems, along with other risk fac-
tors, and establish mitigation schemes that result
in win-win for both supplier and customer.

Subscribers to the PDA Process have recently
realized a benefit with regard to Part 11 that was
not initially obvious to the Subscribers. The
benefit? The Part 11 Record keeping burden may
be reduced, as the process, tools and auditor
qualifications are external to the FDA regulated
company.

Subscribers have reported the following
benefits:

* 50% reduction in cost of doing audits;

* 400% increase in the number of audits that
can be managed by a single individual;

* Enterprise-wide sharing of audit information;

* Standardization of method for analysis and
consistent look and feel to reports;

* Seamless integration with acquisition and SLC
practices; and

* Fulfillment of Part 11 expectations with re-
gard to computer validation and the use of
COTS products.

Auditor Training & Qualification

One hundred eight auditors have been qualified
under the purview of PDA to implement the
process defined in TR 32. Representatives of
pharmaceutical companies, suppliers and third
party consultant groups have attended auditor
training. Roughly 10 percent of the auditors
qualified reside in Europe and one auditor re-
sides in Japan. Forty-eight percent of the audi-
tors are from pharmaceutical industry
companies with the remainder coming from
consultancy groups.

Suppliers seeking to place their audit infor-
mation in the repository for use by their phar-
maceutical clients have found the information
obtained from the auditor training to be ex-
tremely beneficial in expediting the audit pro-
cess and in the internal benchmarking of their
quality systems.



Pharmaceutical company personnel seeking
qualification to perform audits using TR 32 as well
as management personnel responsible for the im-
plementation of validation, quality management,
regulatory compliance, quality assurance and cor-
porate computer systems implementation have at-
tended the auditor training.

Several Pharmaceutical companies have re-
quested training sessions on-site for their per-
sonnel. These sessions have been delivered on
the company’s facility by PDA-TRI.

The next auditor-training course is sched-
uled at PDA-TRI in Baltimore, MD on October

PDA Technical Report No. 32 Updare

Information on applications for qualifica-
tion and course registration is available on the
PDA Web site at www.pda.org.

Availability of Audits

Currently, 14 audits are available for distribu-
tion from the repository. Additionally, 27 audits
are either in process or planned to be imple-
mented within the next six months.

For more information about the audit repos-
itory visit ARC’s Web site at
www.auditcenter.com or www.pda.org.

Table 1.0 provides a summary of the 14 au-

11-12, 2001.

dits that are currently available for distribution
from the repository. H

Table 1.0 Audits Currently Available in ARC.

SUPPLIER PRODUCT
1  Accraply, Inc. Label Applicators, Automatic Labeling Systems, &
Custom Designed and Self Adhesive Material Application Systems
ActionPoint Input Accel Document Imaging LIMS
Applied Biosystems SQL*LIMS — Laboratory Information Management System
including the QA Stability & Schedule Modules
4  Decision Management Regulus™ Document Authoring (DA) a member of the
International, Inc. (DMI) Regulus™ off-the-shelf solution set.
5  Etrails.com, Inc. Electronic Data Capture — EDC
Electronic Patient Diaries — EPD
Electronic Trail Management — ETM
6  Fanuc Robotics Robotic Controllers & Communications
North America
7  First Consulting Group, Inc. Custom information based strategy software, operations
improvements management and integration services
8 Infinity QS International Infinity QS Statistical Process Control Software
(Lyle-Kearsley, Inc.)
9  Merant, Inc. PVCS Dimensions & PVCS Replicator Configuration
Management Systems
10 Precision Solutions Custom Development, SLE-Capture of check weight data
Custom Software Programming
11 Qumas, Ltd. Qumas-Doc: Electronic Records Document Management Systems
(Participating Supplier)
12 SSA Global Technologies, Mid range ERP software for manufacturing, supply chain
Inc. and financial application domains FYI EYI
13 Supply Chain Logic, Inc. General use COTS Asset Tracking/Delivery Systems Computer
14 Sparta Systems, Inc. Track Wise Software Products

Supplier Auditing
Process Model:
Auditor Training,
October 11-12 and
November 15-16,
2001 in Baltimore,
Maryland

$950 PDA members/
$1,100 nonmembers.

For more informa-
tion, vist our Web

site, www.pda.org.
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US Regulatory Briefs

Buehler named Director of the Office of Generic
Drugs. Effective July 15, 2001, Gary J. Buehler offi-
cially assumed the position of Director, Office of Ge-
neric Drugs. He was appointed the Acting Director
upon departure of Doug Sporn in March 2000. Bue-
hler previously held the position of Deputy Direc-
tor, Office of Generic Drugs, CDER, FDA since May
of 1999. Buehler has worked for the FDA since
1986. Prior to joining the Office of Generic Drugs,
he was Senior Regulatory Project Manager for the
Division of Cardio-Renal Drug Products. He also
served as Chair of CDER’s Medication Errors Sub-
committee and was a member of the Commissioned
Corps Awards Committee. The Office of Generic
Drugs, part of FDA's Center for Drug Evaluation and
Research (CDER), employs over 130 scientists, pro-
fessionals and support staff with expertise in areas
such as chemistry, medicine, microbiology, biophar-
maceutics, pharmacy, statistics and information tech-
nology. These employees are responsible for
assuring that only safe, effective, high-quality and
equivalent generic products are approved for use.
More information can be found at www.fda.gov/
cder/ogd.

A Tour of the FDA from your computer. A Tour
of FDA is the first of many Web-based courses to
be offered as part of the FDA's Office of Regulato-
ry Affairs University or “ORA U.” These courses
will be accessible to thousands of federal, state
and local regulators and employees of regulated
industries worldwide. This first offering provides
basic information about FDA and is coupled with
quizzes to test your knowledge. The Web-based
course initiative is made possible through the Co-
operative Research and Development Agreement
(CRADA) between FDA and EduNeering, Inc. The
tour can be found on the FDA Web site
(www.fda.gov) under “More FDA News” or by go-
ing directly to: www.eduneering.com/fda/courses,
fdatour/welcome.html. To use this course, you
must have the Shockwave plug-in installed. If you
do not have Shockwave, it can be downloaded at
the tour site for free.

New guidance for industry: S7A Safety Pharma-
cology Studies for Human Pharmaceuticals. The
Food and Drug Administration (CBER and CDER)
have jointly issued the ICH (International Confer-
ence on Harmonization) document, S7A. This guid-
ance was developed to help protect clinical trial
participants and patients receiving marketed prod-
ucts from potential adverse effects of pharmaceuti-
cals, while avoiding unnecessary use of animals and
other resources. This guidance provides a defini-
tion, general principles and recommendations for
safety pharmacology studies. Pharmacology studies
have been performed worldwide for many years as
part of the nonclinical evaluation of pharmaceuticals
for human use. There have been, however, no inter-
nationally accepted definitions, objectives or recom-
mendations on the design and conduct of “safety

pharmacology studies.” The term “safety pharmacol-
ogy studies” first appeared in the ICH M3 Timing of
Nonclinical Safety Studies for the Conduct of Hu-
man Clinical Trials for Pbarmaceuticals and S6 Pre-
clinical Safety Evaluation of Biotechnology-Derived
Pharmaceuticals as studies that should be conduct-
ed to support use of therapeutics in humans. Details
of the safety pharmacology studies, including their
definition and objectives, were left for future discus-
sion. This guidance generally applies to new chemi-
cal entities and biotechnology-derived products for
human use. This guidance can be applied to market-
ed pharmaceuticals when appropriate (e.g., when
adverse clinical events, a new patient population or
a new route of administration raises concerns not
previously addressed). The entire document can be
found on the Internet at: www.fda.gov/cder/guid-
ance/index.htm.

FDA starts new scientific journal. The inaugural
issue of the Regulatory Research Perspectives: Im-
pact on Public Health is making its debut with a
review written by the Division of Microbiology, Na-
tional Center for Toxicological Research, (NCTR)
Jefferson, Arkansas. The objective of the journal is
to provide a vehicle for FDA scientists to commu-
nicate important information to each other and to
the Agency, with the hope of generating collabora-
tions within the global community. It is hoped that
each center will submit manuscripts for publica-
tion through their respective editorial board mem-
bers. Initially, the plan is to publish quarterly.
Volume 1, Issuel, can be found at: www.fda.gov/
nctr/science/journals/default.htm.

The FDA has created an Antibiotic Resistance
Web Page. FDA has created a new Web page that
brings together sources of information on the grow-
ing problem of disease-causing microbes that have
become resistant to drug therapy. Tuberculosis, gon-
orrhea, malaria and childhood ear infections are just
a few of the diseases that have become hard to treat
with antibiotic drugs and are becoming an increas-
ing public health problem. One aspect of the dilem-
ma is that bacteria and other microorganisms that
cause infections are remarkably resilient and can de-
velop ways to survive drugs meant to kill or weaken
them. This antibiotic resistance, also known as an-
timicrobial resistance or drug resistance, is due
largely to the increasing use of antibiotics. The Anti-
biotic Resistance Web Page can be found at: http:/
www.fda.gov/oc/opacom/hottopics/anti_resist.html.

The Humanitarian Device Exemption (HDE) and
the Humanitarian Use Device (HUD). A Humani-
tarian Device Exemption (HDE) is an application
that is similar to a premarket approval (PMA) appli-
cation, but exempt from the effectiveness require-
ments of a PMA. An approved HDE authorizes
marketing of a Humanitarian Use Device (HUD). As
defined in the Federal Food, Drug and Cosmetic Act

continues on page 10
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Regulatory News from page 8

(the act), a HUD is a device that is “intended to ben-
efit patients in the treatment and diagnosis of dis-
eases or conditions that affect fewer than 4,000
individuals in the United States.” In the final regula-
tion however, FDA added the qualifying phrase “per
year” to the defining criteria. As the agency ex-
plained in the preamble to the final rule, FDA be-
lieves that “a point prevalence definition would be
considerably more restrictive and provide less of an
incentive for the development of such devices.” FDA
also added the phrase “or is manifested” to the defi-
nition of a HUD “to establish that a HUD designa-
tion may be appropriate in cases where more than
4,000 people have the disease but fewer than 4,000
manifest the condition.” Therefore, the final defini-
tion of a HUD is a device that is intended to benefit
patients in the treatment and diagnosis of diseases
or conditions that affect or is manifested in fewer
than 4,000 individuals in the United States per year.

The FDA is seeking comments on a draft guid-
ance requiring sponsors to disclose financial
agreements made with clinical investigators.
Financial Disclosure by Clinical Investigators
(OMB No. 0910-0369). Respondents are sponsors
of marketing applications that contain clinical
data from studies covered by the regulation.
These sponsors represent pharmaceutical, biolog-
ic and medical device firms. Applicants will be re-
quired to submit, for example, the complete list
of clinical investigators for each covered study,
not employed by the applicant and/or sponsor of
the covered study, and either certify to the ab-
sence of certain financial arrangements with clini-
cal investigators or disclose the nature of those
arrangements to FDA. Steps taken by the appli-
cant or sponsor to minimize the potential for bias
must also be reported. The clinical investigator
will have to supply information regarding finan-
cial interests or payments held in the sponsor of
the covered study. FDA has said that it has no
preference as to how this information is collected
from investigators and that sponsors/applicants
have the flexibility to collect the information in
the most efficient, least burdensome and effective
manner. The sponsors of covered studies will be
required to maintain complete records of com-
pensation agreements with any compensation
paid to non-employee clinical investigators, in-
cluding information showing any financial inter-
ests held by the clinical investigator, for a time
period of two years after the date of approval of
the application. This time is consistent with the
current record-keeping requirements for other in-
formation related to marketing applications for
human drugs, biologics and medical devices. Cur-
rently, sponsors of covered studies must maintain
many records with regard to clinical investigators,
including protocol agreements and investigator
resumes or curriculum vitae. The draft guidance
can be found in the Federal Register: July 25,
2001 (Volume 66, Number 143) Pages 38712-
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38713. Submit written or electronic comments on
the collection of information by September 24,
2001. Electronic comments on the collection of
information to can be submitted to: http:/
www.acessdata.fda.gov/scripts/oc/
edockethome.cfm. Submit written comments to
the Dockets Management Branch (HFA-305), Food
and Drug Administration, 5630 Fishers Lane, Rm.
1061, Rockville, MD 20852. All comments should
be identified with Docket Number 01N-0308.

Human Drug CGMP Notes

The FDA will no longer be publishing Human
Drug CGMP Notes for the public. Because of the
“Good Guidance Practices” that the agency must
follow, it was decided that the internal review pro-
cess required prior to publication would be too
lengthy, making it difficult to get the notes pub-
lished in a timely manner. The FDA will continue
to publish Human CGMP Notes for internal use on
the closed FDA intranet system.

—William Stoedter

International Briefs

Note: All EMEA and CPMP guidance documents
can be accessed at the EMEA Web site,
www.emea.eu.int/.

Information Package for Certification of Me-
dicinal Products issued by the EMEA. In June,
the EMEA released a new revision of Information
Package for Certificates of Medicinal Products is-
sued by the European Agency for the Evaluation
of Medicinal Products (EMEA/14400/01 Rev. 4,
June 15, 2001). The purpose of this document is
to provide a brief and easily understandable sum-
mary of the procedures for authorization and cer-
tification of medicinal products in the European
Union. Definitions and references are included.

Investigation of Bioavailability and Bioequiva-
lence. In July, the CPMP adopted the revised Note
Jfor Guidance on the Investigation of Bioavailability
and Bioequivalence (CPMP/EWP/QWP/1401/98, July
26, 2001). The objective of this guidance is to define,
for products with a systemic effect, when bioavail-
ability or bioequivalence studies are necessary and to
formulate requirements for their design, conduct,
and evaluation. This Note replaces the previous
guideline adopted in December 1991 and will go
into effect January 2002.

Plasma Master File. In July, the CPMP released for
consultation a draft Contribution to Part S 2.3 of the
Structure of the Dossier for Applications for Market-
ing Authorisation — Control of Starting Materials for
the Production of Plasma-Derived Medicinal Prod-
ucts (CPMP/BWP/2053/01 draft — I11/5272/94 rev 1,
July 26, 2001). This document provides a draft of the
Plasma Master File (PMF), to be included as part of
the dossier whenever 2 human plasma-derived prod-
uct is used in a medicinal product either as an active
substance or as an excipient. The draft discusses the
content of the PMF and how it should be used in-



cluding annual updates. The deadline for comments
is end of December 2001.

EU Influenza Vaccine Recommendation. In
March, the EMEA issued Final EU Recommenda-
tion for the Influenza Vaccine Composition for
the Season 2001/2002 (CPMP/BWP/844/01, March
29, 2001). The Ad Hoc Influenza Working Group
of the BWP determined that the final selection of
virus strains for the manufacture of the influenza
vaccine for 2001/2002 should consist of a trivalent
vaccine containing: an A/Moscow/10/99 (H3N2)-
like strain; an A/New Caledonia/20/99 (H1N1)-like
strain; and a B/Sichuan/379/99-like strain. Based
on cross reactivity and growth in eggs, the group
also identified which strains are acceptable for the
purpose of vaccine manufacture. Annex I lists the
sources of reagents for vaccine standardization.

CPMP Oral Explanations. CPMP released in July,
a draft Guidance to Applicants on CPMP Oral Ex-
planations (CPMP/2390/01, July 31, 2001). The
CPMP is considering the streamlining of its cen-
tralized procedure in several areas to reinforce the
efficiency of the procedure and to improve the
quality of the scientific CPMP Opinions. This doc-
ument provides the Applicant with guidance on a
number of action points in preparation of and fol-
lowing a hearing with the CPMP in order to opti-
mize the efficiency of Oral Explanations. The
deadline for comments is October 15, 2001.

Fee Reductions for Orphan Medicinal Prod-
ucts. In July, the EMEA released EMEA Public
Statement on Fee Reductions for Designated Or-
phan Medicinal Products (EMEA/4042/01/Rev1,
July 26, 2001). This document lists the fee exemp-
tions for 2001 subject to the availability of funds,
and provides the procedure for requesting fee re-
ductions for eligible Orphan Medicinal Products.
On advice from the Committee for Orphan Medici-
nal Products, protocol assistance is now consid-
ered a priority by the EMEA when establishing a
policy on fee reductions.

Evaluation of New Anti-Fungal Agents. The
CPMP released in July the Concept Paper on the
Development of a Committee for Proprietary Me-
dicinal Products (CPMP) Points to Consider Doc-
ument on the Evaluation of New Anti-Fungal
Agents for Invasive Fungal Infections (CPMP/EWP/
134301, July 26, 2001). This document highlights
the major problems encountered in the clinical
evaluation of new agents for invasive fungal infec-
tions. These same issues often cause difficulties in
data interpretation for regulatory authorities as
well as problems in providing clear and consistent
scientific advice to sponsors during drug develop-
ment. The CPMP is proposing that a Points to
Consider document should be developed to ad-
dress these problem areas. A draft could be re-
leased for consultation 2/3Q2001.

Test Procedures and Acceptance Criteria for
Herbal Drug and Medicinal Products. In July, the
CPMP and CVMP released Note for Guidance on
Specifications: Test Procedures and Acceptance Cri-

teria for Herbal Drugs, Herbal Drug Preparations
and Herbal Medicinal Products (Formerly CPMP/
HMPWP/19/99), (CPMP/QWP/28280/00, EMEA/
CVMP/815/00, July 26, 2001). This document,
which goes into effect January 2002, provides gen-
eral principles on the setting and justification of a
uniform set of specifications for herbal drug prepa-
rations (herbal drugs) and herbal medicinal prod-
ucts to support applications for marketing
authorizations. This publication should be read in
conjunction with the Note for Guidance on quality
of herbal medicinal products (CPMP/QWP/2819/00
and EMEA/CVMP/814/00).

Quality of Herbal Medicinal Products. The
CPMP and CVMP released in July Note for Guid-
ance on Quality of Herbal Medicinal Products
(formerly EMEA/HMPWP/9/99) (CPMP/QWP/2819/
00, EMEA/CVMP/814/00, July 26, 2001). This docu-
ment describes the special problems of herbal me-
dicinal products and the differences between
medicinal products containing chemically defined
active substances. Guidance for assuring consistent

RequlaTory News

quality for products of herbal origin, including
method of preparation, control of starting materi-
als, control and stability tests, is included. The ef-
fective date for this Note is January 2002. H
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—James C. Lyda

N Cardinal Health
Vice President, Quality

Sterile Products

Cardinal Health, a $38 billion leading provider of products and services supporting
the health care industry, is seeking a senior executive to head the quality functions
of its newly formed Sterile Technologies Group in suburban Chicago.

The Sterile Technologies Group is a major provider of drug development and
manufacturing services for parenteral biotechnology and pharmaceutical products
and is comprised of facilities in lllinois, New Mexico, and Puerto Rico which
manufacture sterile fill, lyophilized, and blow fill seal drugs.

In this key position, the VP is responsible for directing all aspects of Quality
Assurance/Quality Control and Regulatory Compliance in a dynamic contract
manufacturing services environment for all plants in the US and Puerto Rico.

Duties include:

* Developing and implementing quality standards to ensure compliance with all requirements.

« Establishing and maintaining an efficient and cost effective quality improvement program.

« Staffing and supporting start-up activities for new operations in the United States with
regard to QA/QC and Validation activities.

* Providing support in the development of quality policies related to sterile/aseptic
operations as needed, performing due diligence and cGMP compliance audits.

Requirements include:

* A proven track record in the pharmaceuticallbiopharmaceutical industry of a least
15 years, 5 of which must be at a director level or higher.

* Practical experience in all aspects of quality management, aseptic pharmaceutical
operations, validation and facility start-ups including knowledge of FDA-CDER, CBER,
UK-MCA or EMEA.

* Ability to provide strategic and managerial leadership and work effectively with all levels
of management both internal and external.

« Ability to travel and think across cultural lines.

* Bachelor's degree in life sciences, engineering or chemistry.An advanced degree is a plus.

Cardinal Health offers highly competitive benefits and full relocation. Qualified
candidates should forward their resume or C.V. to Code: HR VP QC, Human
Resources at 2200 Lake Shore Drive, Woodstock, lllinois 60098
Fax: 815-338-0995. E-mail: HR@chms-alp.com

Cardinal Health is an Equal Opportunity, Affirmative Action Employer M/F/D/V
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Introduction to Europe Authorities

Introduction

What is EDQM? What is the CPMP? These ques-
tions, and similar ones, are not uncommon in to-
day’s global pharmaceutical regulatory
environment. (EDQM is the European Agency for
the Evaluation of Medicinal Products and the
CPMP is the Committee for Proprietary Medicinal
Products.) As the European Union, and all of Eu-
rope, has continued to evolve in recent years, the
changes and new procedures have come to be of
more and more importance to pharmaceutical
companies around the world. Gone are the days
when tracking FDA’s regulatory and compliance
actions were all that was needed to keep out of
harm’s way. This is true for several reasons.

First, there has been a striking amount of
change in Europe in recent years. While FDA can
boast a history of almost 100 years as an organiza-
tion, the EMEA did not even come into existence
until 1995. Similarly, while the United States Phar-
macopeia (USP) can trace it’s first monographs to
the 1820s, the European Pharmacopoeia (Ph.
Eur.) was only created in 1964. (Incidentally, that
extra “0” in Pharmacopoeia is not a typo.). By any
measurement the amount of regulatory change in
Europe has been astounding.

Another factor is the amount of activity. While
FDA continues to publish guidances and regula-
tions, the USA ‘notice and comment’ system has
bogged down many FDA initiatives in recent
years; e.g., the 1996 GMP revisions, which are still
not finalized, and the revised aseptic processing
guideline, which has not seen a first public re-
lease after years of talk and drafts. Perhaps the
system has become too cumbersome?

In Europe, on the other hand, there has been
the release of one Note for Guidance and GMP re-
vision after another. For example, GMP Annex 1
on sterile products was revised in 1996, and just
last month the guidance on media filling was re-
vised (albeit with no public comment.) There is a
palpable sense of momentum and decisiveness in
the public releases of the EMEA and the European
Commission. There have been comments by ob-
servers that this is possible today because the af-
fected industry and scientists have not organized
themselves to demand a more transparent pro-
cess. Whatever the reason, the EU regulatory train
has clearly left the station and is accelerating.

Third, is the decision-making process itself.
There is a consensus building, even political, as-
pect to the drug regulatory process in Europe.
The composition of the EMEA Management Board
and the CPMP, with representatives from each
member state in the European Union, are exam-
ples of this. Authority is distributed based on the
political realities in Europe. Examination of the
structure of the regulatory system reveals a very
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different philosophy and culture from the FDA.
Negotiation, compromise and attention to proto-
col are necessary aspects of the consensus build-
ing process in Europe. The system is admirable
because it works better than one might anticipate.
The result is a culture of decision making quite
different from the historical FDA experience. Fail-
ure to recognize and accept this can be costly, as
more than one multinational has found. Many
people also sensed that FDA had to come to terms
with this during the last 10 years of ICH work.

Following is the first of several articles outlin-
ing the major European organizations or bodies
involved in drug approval, registration, quality
standards and inspection. Some of these organiza-
tions, such as the EMEA, have authority only in the
15 member states of the EU. Others, such as the
European Pharmacopoeia, affect European coun-
tries, which are not yet members of the EU. Oth-
ers, such as the PIC/S, have no real authority of
their own and include member countries outside
of Europe. The descriptions of each of the organi-
zations are based on their own publications. The
European Commission—Enterprise Directorate,
the European Pharmacopoeia and PIC/S will be
addressed in separate articles over the next few
months in this section of the PDA Letter.

European Agency for the
Evaluation of Medicinal Products

Executive Director—Thomas Lonngren
Location—Canary Wharf, London, UK
(See attached organizational chart)

Overview of the European
authorization system

Registration procedures

The European pharmaceutical regulatory system is
based on three complementary procedures for the
registration of medicinal products:

(1) the Centralized procedure is mandatory for
certain biotech-derived medicinal products
and optional for other innovative products: a
pharmaceutical company, established in the
EU, submits a marketing authorization applica-
tion to the European Agency for the Evalua-
tion of Medicinal Products (EMEA). Drawing
on scientific advice of the highest possible
quality, the Agency coordinates, through the
15 Member States, a single scientific evalua-
tion of the application. The applicant then ob-
tains a single marketing authorization, valid
throughout the EU.

(2) the mutual recognition procedure is the main
route for non-biotech products: a pharmaceuti-
cal company established in the EU, which has
obtained a marketing authorization in one EU



Member State, applies to one or more other
Member States to recognize it, in accordance
with the mutual recognition principle.

(3) the national procedure, is used to authorize
medicinal products for local use in individual
Member States.

Introduction to EMEA

In 1995 a new European system for the authoriza-
tion of medicinal products came into operation.
After several years of cooperation between nation-
al competent authorities at European Union (EU)
level, the EU Council adopted three directives and
a regulation in June 1993 which together form the
legal basis of the system.

The European Agency for the Evaluation of Me-
dicinal Products (EMEA) was established by Coun-
cil Regulation (EEC) No 2309/93 of July 22, 1993
(OJ L 214, 24.8.1993, p. 1) and London was cho-
sen as its seat by decision of the Heads of State
and Government on October 29, 1993.

The Agency is located in Canary Wharf between
the City of London and City Airport. The Agency
occupies the third, fourth, fifth and seventh floors
of 7 Westferry Circus, covering an area of about
7,000 square metres.

Protection of human and animal health

The European system for the authorization of me-
dicinal products for human and veterinary use is
designed to promote both public health and the
free circulation of pharmaceuticals. Access to the
European market is facilitated for new and better
medicines — benefiting users and European phar-
maceutical research.

In the case of veterinary medicinal products,
consumer and animal health is protected
through the fixing of maximum residue limits in
food-producing animals.

The European procedures

The European system offers two routes for au-
thorization of medicinal products:

The centralized procedure is compulsory for
medicinal products derived from biotechnology,
and available at the request of companies for oth-
er innovative new products. Applications are sub-
mitted directly to the Agency in London. At the
conclusion of the scientific evaluation undertak-
en in 210 days within the Agency, the opinion of
the scientific committee is transmitted to the
Commission to be transformed into a single mar-
ket authorization applying to the whole Europe-
an Union.

The decentralized procedure (or mutual rec-
ognition procedure) applies to the majority of
conventional medicinal products and is based
upon the principle of mutual recognition of na-
tional authorizations. It provides for the exten-
sion of a marketing authorization granted by one
Member State to one or more other Member
States identified by the applicant. Where the
original national authorization cannot be recog-
nized, the points in dispute are submitted to the
EMEA for arbitration.

The European Commission adopts the final
decision in both cases with the assistance of a
standing committee or in the event of serious
disagreement between the Member States, by the
Council of the European Union. Purely national
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http:

EMEA Documents for Download
http:

http:

http://pharmacos.eudra.or

http://pharmacos.eudra.or

http://pharmacos.eudra.or

http://www.picscheme.or

http://www.pheur.or

http://www.efpia.or

EMEA What's New (Recommended)
www.emea.eu.int/index/indexwn1.htm

European Commission - What's New
F2/pharmacos/docs.htm#news

European Pharmacopoeia (Ph. Eur.)

Web Sites For European Drug Regulatory Information

EMEA - History and Description (New site this year)
www.emea.eu.int/aboutus.htm

www.emea.eu.int/index/indexh1.htm

European Commission - Enterprise Directorate (New site this year)
F2/home.html

European Commission - GMP Documents for Download
F2/pharmacos/gmp_doc.htm

Pharmaceutical Inspection Cooperation Scheme (PIC/S) Documents for Download
index.htm

European Federation of Pharmaceutical Industries and Associations (EFPIA)

13

September 2001



PDA Letter

EuropeanN Report

authorizations remain available for medicinal
products to be marketed in one Member State.

“A network agency”

The European system is based on cooperation be-
tween the national competent authorities of the
Member States and the EMEA. The EMEA acts as
the focal point of the European system, coordi-
nating the scientific resources made available by
Member State national authorities, including a
network of some 2,300 European experts. The
principal scientific bodies of the EMEA are the
Committee for Proprietary Medicinal Products
(CPMP) and the Committee for Veterinary Medici-
nal Products (CVMP). Staff of some 200 people
now ensure the link with the CPMP, CVMP and
over 4,000 officials in the Member State national
competent authorities.

The partnership between the EMEA, national
authorities and the European Union institutions
is crucial to the successful functioning of the Eu-
ropean authorization procedure.

An information technology network (funded
by the European Commission and supported by
the Joint Research Centre) links all partners and
allows rapid exchange of adverse drug reaction
reporting and drug safety information. This net-
work is supplemented by the use of video- and
teleconferencing.

As a technical agency, the EMEA is able to pro-
vide support to the Commission for the perfor-
mance of harmonization tasks in both the
European and international arena. The EMEA is
currently involved with central and eastern Euro-
pean countries and international harmonization
work with Japan and the United States (ICH and
VICH). The EMEA will implement third-country
mutual recognition agreements with Australia,
Canada, Japan, New Zealand, Switzerland and the
United States.

EMEA mission statement

To contribute to the protection and promotion of
public and animal health by:

* mobilizing scientific resources from through-
out the European Union to provide high quali-
ty evaluation of medicinal products, to advise
on research and development programs and to
provide useful and clear information to users
and health professionals;

* developing efficient and transparent proce-
dures to allow timely access by users to inno-
vative medicines through a single European
marketing authorization; and

* controlling the safety of medicines for humans
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and animals, in particular through a pharmaco--
vigilance network and the establishment of safe
limits for residues in food-producing animals.

Accountability and transparency

Members of committees, European experts and in-
spectors are nominated by Member States who
guarantee their scientific competence. Their inde-
pendence and integrity of members and experts is
assured through public declarations of interest.
When acting for the EMEA, they do so indepen-
dently of their nominating authority.

EMEA has used the growth in Internet technol-
ogies to disseminate information on its work, in
particular by making evaluation reports public.
Regular consultation with all interested parties is
an important aspect of the EMEA activities.

As a decentralized agency of the European
Union, the EMEA is required to follow the budget-
ary and financial rules of the EU. These are super-
vised and enforced by an independent financial
controller reporting to the EMEA Management
Board and also by the European Court of Audi-
tors. The Court of Justice of the European Com-
munities exercises jurisdiction over the EMEA for
the application of Community law.

Structure of the EMEA

Managing Board EMEA—Two representatives per
Member State, two from Commission, two ap-
pointed by European Parliament (Total 34)
Secretariat/EMEA staff—About 200 employees
(see organizational chart, page 15)

Scientific Committees—The scientific expertise of
the EMEA resides in the committees comprised of
member scientists and regulatory experts from
each of the Member States. In total over 4,000 in-
dividuals from across Europe may be involved in
the scientific deliberations of the EMEA.

Committee for Proprietary
Medicinal Products
(CPMP, human drugs), includes
Quality Working Party (QWP)
Safety Working Party (SWP)
Efficacy Working Party (EWP)
Biotechnology Working Party (BWP)
Committee for Veterinary
Medicinal Products (CVMP)

Committee for Orphan
Medicinal Products (COMP)

Next month: the European
Pharmacopoeia—EDQN. &
—James C. Lyda
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EMEA Organizational Chart

EXECUTIVE DIRECTOR

Thomas Lonngren
Tel: 74 18 84 06/84 15 — Fax: 74 18 84 09

Financial controller, a.i.

Claus Christiansen
Tel: 74 18 85 88 — Fax: 74 18 86 27

Tel: 74 18 84 15 — Fax: 74 18 84 09

Tel: 74 18 85 56 — Fax: 74 18 84 09

Directorate

Executive support

Quality management

PRE-AUTHORISATION
EVALUATION OF MEDICINES FOR
HUMAN USE

Head of Unit: Patrick Le Courtois
Tel: 74 18 86 49/84 78 — Fax: 7523 70 50

Scientific advice and orphan drugs

Acting HoS: Patrick Le Courtois
Tel: 74 18 86 49 — Fax: 75 23 70 40

Quality of medicines

Head of Sector: John Purves
Tel: 74 18 84 02 — Fax: 74 18 85 45

Safety and efficacy of medicines
Head of Sector: Isabelle Moulon
Tel: 74 18 84 43 — Fax: 74 18 86 13

Deputy HoS: Marisa Papaluca Amati
Tel: 74 18 84 36 — Fax: 74 18 86 13

POST-AUTHORISATION
EVALUATION OF MEDICINES FOR
HUMAN USE

Head of Unit: Noél Wathion
Tel: 74 18 85 92/85 50 — Fax: 74 18 84 20

Regulatory affairs and organisational
support

Head of Sector: Anthony Humphreys
Tel: 74 18 85 83 — Fax: 7523 70 51

Pharmacovigilance and post-
authorisation safety and efficacy of
medicine

Acting HoS: Noél Wathion

Tel: 74 18 85 92 — Fax: 74 18 86 68

Deputy HoS: Sabine Brosch
Tel: 74 18 85 69 — Fax: 74 18 86 68

VETERINARY MEDICINES
AND IT

Head of Unit: Peter Jones
Tel: 74 18 84 13/84 17 - Fax: 74 18 84 47

Veterinary marketing authorisation
procedures

Head of Sector: Jill Ashley-Smith

Tel: 74 18 86 46 — Fax: 74 18 84 47
Deputy HoS: Melanie Leivers

Tel: 74 18 8535 — Fax: 74 18 84 47

Safety of veterinary medicines

Head of Sector: Kornelia Grein
Tel: 74 18 84 32 — Fax: 74 18 84 47

Information technology
Head of Sector: Michael Zouridakis
Tel: 74 18 86 92 — Fax: 74 18 86 69

Deputy HoS: David Drakeford
Tel: 74 18 85 99 — Fax: 74 18 86 69

ADMINISTRATION

Head of Unit: Andreas Pott
Tel: 74 18 84 05/84 12 — 74 18 86 60

Personnel, budget and facilities

Head of Sector: Frances Nuttall
Tel: 74 18 84 75 — Fax: 74 18 86 60

Accounting

Head of Sector: Gerard O’Malley
Tel: 74 18 84 66 — Fax: 74 18 86 60

Commission services at the EMEA
in London

JRC - SPR

Jerry Wells
Tel: 74 18 85 19 — Fax: 74 18 84 16

TECHNICAL COORDINATION
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Head of Unit: Post vacant
Tel: 74 18 85 06 — Fax: 74 18 86 70

Inspections

Acting HoS: Sheila Kennedy
Tel: 74 18 85 08— Fax: 74 18 85 95

Document management and publishing

Head of Sector: Beatrice Fayl
Tel: 74 18 84 26 — Fax: 74 18 86 70

Conference services

Head of Sector: Sylvie Bénéfice
Tel: 74 18 86 51 — Fax: 74 18 85 01
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PDA and ISPE to Co-

publish Series on

Good Practice and Compliance for

Electronic Records

by George Grigonis, Merck & Co., PDA Part 11 Task Group Leader

Computer technology has changed the framework
of business in every industry, transforming the
way businesses operate internally, as well as the
way they interface with customers and external
businesses. Many companies today see computer
technology as vital to delivering products and ser-
vices to the marketplace.

The pharmaceutical industry is just one of
many industries transformed by computers and
software. Industries involved in commerce and
trade are not the only entities affected: govern-
ments, in their desire to stay current while reduc-
ing cost of operation, have also been
transformed. Governments need to serve the gen-
eral public, not just in delivery of public services,
but also in the regulation of commerce. This gov-
ernment transformation has led to the creation of
new laws and government programs that rely
upon computers and web technologies.

Computer technologies serve two fundamen-
tal purposes. First, they fulfill functions for au-
tomation and control in the management of
human workflow and real-time process control.
Second, they facilitate information manage-
ment. It is in this area, electronic information
management, that the rapid pace of computer
technologies has presented challenges to infor-
mation reliability, authenticity, and long term
accessibility and usability. The rapid growth of
computer technology has rendered much elec-
tronic information, created just a decade ago,
inaccessible to modern computers.

On the other hand, the proliferation of tech-
nology has facilitated an explosion of electronic
information that can easily be created and
changed without leaving a trail of evidence. This
is the greatest challenge for electronic record au-
thenticity and trustworthiness. The vital attributes
inherent to paper records are not always de-
signed into electronic technologies unless they
have been engineered in from the start.

The regulated industries are presently faced
with having to re-evaluate record life cycles from
a number of perspectives as they evolve to elec-
tronic business processes. They need to have
their electronic records trustworthy and reliable,
both for business reasons and for fulfilling regula-
tory obligations. Tightly coupled to electronic
records is the use of electronic signatures as the
principal enabler for transactions executed in
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electronic business environments.

The US Food and Drug Administration (FDA)
has taken a bold step in establishing one of the
first regulations to define the conditions under
which the Agency will accept information and au-
thentication in electronic form, constituting oper-
ational records and signatures as defined by
predicate laws predating the electronic age. With
this move the Agency has not only propelled itself
into the electronic age, but it has created a need
for industry to adapt an existing computing infra-
structure to the new ways of electronic govern-
ment and electronic commerce.

The FDA is but one example of how govern-
mental changes affect electronic information. The
main stream of activity continues to produce a
number of directives and laws that are affecting
governments, private industry, and the general
public globally. The rules for authentic and trust-
worthy electronic information undoubtedly will
play an increasingly important role in the engi-
neering, operation, and use of computer technol-
ogies as our dependency on them increases for
the management of electronic records.

PDA and the International Society for Pharma-
ceutical Engineering Good Automated Manufactur-
ing Practices Forum (ISPE GAMP Forum) have
operated two separate initiatives, but with close
cooperation, to deliver industry guidance relative
to electronic information and emerging govern-
mental regulations. Both initiatives produced
work products from different perspectives; howev-
er, the approaches are complementary and, collec-
tively, they cover the broad issues that are
associated with electronic records and signatures.
The work products of both initiatives will be co-
published as a series for the benefit of practitio-
ners involved in electronic records management
programs in FDA-regulated companies.

The compilation, known as Good Practice
and Compliance for Electronic Records, will be
published in three volumes. The first to be re-
leased (late September) will be Part 2 — Comply-
ing with 21 CFR Part 11, Electronic Records and
Electronic Signatures. This document was pro-
duced by a Special Interest Group of the GAMP
Forum (pharmaceutical companies, suppliers,
consultants and the Medicines Control Agency
in the UK) in order to promote a better under-
standing of 27 CFR Part 11. It aims to provide



industry and its suppliers with practical guid-
ance on how to comply with the rule, while
highlighting and addressing common issues of
concern. The manuscript provides a manage-
ment process for achieving and maintaining
compliance with 27 CFR Part 11 in manufactur-
ing environments. Specific guidance is provided
for both new and existing systems in addition to
the role of suppliers in supporting this ap-
proach. Appendices provide information, exam-
ples, templates, checklists and a lifecycle for the
management of electronic documents that are
useful when implementing 21 CFR Part 11 com-
pliance programs. A Glossary and References
List are also included.

The remaining volumes are expected to be
published by late 2001/early 2002. They are: Part
1 — Good Electronic Records Management
(GERM), and Part 3 — Models for Systems Imple-
mentation and Evolution. B

To ADVANCE ORDER A COPY OF Part 2—
Complying with 21 CFR Part 11,
Electronic Records and Electronic
Signatures, use the order form on page 44
of this issue of the PDA Letter.

You may place your order by fax at
(301) 986-1093—credit card information re-

quired; by phone, (301) 986-0293; or by mail
using the order form mentioned above.

Part 2 - Complying with 21 CFR Part 11,
Electronic Records and Electronic
Signatures, 92 pages

19001
Price: $95 Members/$180 Nonmembers

Item No.:
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Facility & Process Engineering

Feasibility Studies
Conceptual Designs
Process and Facility
Critical Utilities
Project & Construction
Administration

A compliance professional with sixteen
years of experience in biotechnology,
quality assurance and validation.

Compliance
\

Agencies CBER / CDER / UK/
EU /USDA / NIH /
EPA / OSHA / CDRH

Programs Regulatory Compliance
Strategic Planning /
Audits / Product Change-Over /
Cleaning / Master Planning /
Quality Systems

CIP/SIP
PLC/DCS/BMS/MRP-11/LIMS/SCADA
On-Site Protocol Development

®

PHOENIX

IMPERATIVE®INC

Pharmaceutical ¢ Biotechnology
Engineering / Validation / Compliance

Phoenix Imperative” Inc offers you
v Experienced and quality-focused engineers, managers and spedialists

v Cost effective design from conceptual planning through to construction
documentation for facilities/utilities/processes within the cGMP envelope

v Expedient process and facility implementation to facilitate
regulatory approval and product launch

v Validation and compliance programs customized for clinical/commercial
production of therapeutics, vaccines and diagnostics

ENGINEERING / VALIDATION / COMPLIANCE
Serving Domestic and International Clients

PHOENIX IMPERATIVE®INC
Corporate Headquarters Newark DE Phone 302 366 0855
Technology Corridor Office Frederick MD Phone 301 668 0520
North Carolina Office Cary NC Phone 919 461 9841
New England Office Lawrence MA Phone 978 685 4428
E-mail: phoenix@pii-cgmp.com  http://www.phoeniximperative.com
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Registration

Form

The Extractables Puzzle: Putting the Pieces Together- Resolving Analytical, Material, Regulatory
and Toxicology Issues to Find Solutions = November 12-13, 2001 - Doubletree Hotel - Rockville, Maryland

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

O Mr. OMs. ODr.

First Name

Middle Initial

Last Name

Job Title

Membership Number (if known)

Company (indicate full company name)

Business Address

City

State/Province

Zip + 4/Postal Code

Country

Business Phone
[J Substituting for

Fax

E-maill

(check here only if you are substituting for a previously enrolled colleague. If you are a nonmember substituting for a member, the additional nonmember fee must be paid.)

2. Fees Individuals registering at the nonmember rate receive one full year of PDA membership. (If you DO NOT
want to become a PDA member, please check this box [J). Nonmembers registering for multiple events need only pay

the nonmember fee once.

PDA Member Nonmember Government*
Full registration O $695 O $845 O $275
One day only: 0O $355 O $505
TOTAL FEES $

Full Registration Includes: Conference reference
materials on site; Lunch both days; Coffee breaks
both days; Reception on November 12
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Account Number

Charge to: O MasterCard/EuroCard
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be included to be considered registered) made to:

PDA
PO. Box 79465
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Fax: (301) 986-1093 (Credit Cards Only)
Federal Tax |.D. #52-1906152

American Express.

Payments must be made to PDA in US dollars by
check drawn on a US bank, by electronic
money transfer (SunTrust Bank ABA #051000020,
PDA Account #209364254, Swift #UVBIUS33), net
of all bank charges; by MasterCard, VISA or

Confirmation: Written confirmation will be sent to you once payment is received. You must have written
confirmation to be considered enrolled in a PDA event. Substitutions: If a registrant is unable to attend,
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indicate this on the registration form. A nonmember substituting for a member must pay the additional fee.
Refunds: Refund requests must be made in writing. Registrants whose written requests for refunds are received
at PDA on or before October 15, 2001 will receive a full refund less a $35 (US) processing fee. Registrants
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Science & Technology

PDA Letter

Streamlining the CMC Regulatory
Process for NDAs and ANDAs

by Paulette E Kosmoski, Director, Regulatory CMC, Reliant Pharmaceuticals Inc.

An AAPS workshop cosponsored with FDA was
held in June on streamlining the CMC regulatory
process for NDAs and ANDAs. The workshop at-
tracted approximately 400 attendees with over 70
FDAers attending. At the workshop, opportunities
were presented to:

* review the FDA categorization of post-approval
changes as reflected in the Guidance on
Changes to An Approved NDA or ANDA;

* share industry experience with using the
“Changes” guidance and identify parts of the
guidance that may warrant revision; and to

* discuss FDA's new initiative to reduce the CMC
information/data to be included in original reg-
ulatory submissions and supplements.

Breakout sessions were held serving as plat-
forms for brainstorming, exchanges of informa-
tion and ideas for further discussions. Out of
these sessions, summary reports were generated
to provide FDA with proposals to consider in the
revision of the “Changes” guidance. Subsequently,
FDA will form a working group to initiate the revi-
sion process based on the workshop report, com-
ments submitted to the docket and FDA’s own
experience.

The development of strong science-based, ra-
tional and creative initiatives were central to the
workshop in order to meet the regulatory chal-
lenges from a global perspective and to ensure
product efficacy and safety are maintained.

Outlined below are summary highlights of key
issues identified in the summary recommenda-
tions to FDA as well as some important discussion
points.

* It was generally agreed upon that improve-
ments are still needed to the “Changes” guid-
ance and 21 CFR 314.70 must be revised to be
consistent with FDAMA 116.

* There exist conflicts in reporting mecha-
nisms between the “Changes” guidance and
in SUPACs.

* The “Changes” guidance does not provide rec-
ommendations on specific information that
should be developed to assess the effect of
change. As progress continues on refining the
existing SUPACs and developing new SUPACS,
it is hoped that they can supplement areas not
covered under the “Changes” guidance.

* There is a perceived need to clarify the rela-
tionship and hierarchy between the SUPACs
and the “Changes” guidance.

* One issue that provoked lively discussion re-
volved around the issue of automatic exten-
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sion of expiry dates for drug products on the
basis of pilot data submitted in the Annual Re-
port if you filed your stability protocol stating
this in the approved submission.

Summary Recommendations—Proposals

Components and Composition/Manufacturing
Site Changes

* FDA stated that a change in source of API
should be reported as a PAS. Concern was ex-
pressed that if the materials are used in anoth-
er approved application and all solvent/
impurities are known, consideration should be
submitted as a CBE-30. There was expressed in-
terest in allowing this change to be submitted
in a lesser filing category, such as CBE, if there
is an approved comparability protocol, which
should provide more regulatory relief.

* Changes of non-release rate controlling coating
composition using certified colorants and
GRAS or compendial components should move
to a lower filing category of CBE-30 than PAS.

* The “two-year rule” for satisfactory site GMP
inspection has been removed unless the man-
ufacturing process has been discontinued for
more than two years for that type of opera-
tion; the site was never inspected for that
type of operation or failed a GMP inspection.
However, firms are hesitant to use the CBE-
30 category for qualified site changes due to
possible uncertainty of current GMP status of
the involved facility. Moreover, there may still
be a risk, because the filing may spark an in-
spection.

Tests and Acceptance Criteria

* Establishing a new regulatory analytical pro-
cedure that provides increased assurance of
drug substance/drug product quality, but is
otherwise not a USP monograph procedure,
should fall into a CBE-30 category to encour-
age innovation and improvement. Along
these same lines, allow any loosening of an
acceptance criteria change as a result of im-
provement in analytical procedure to be
downgraded to a CBE or AR; there should be
no penalty for good science.

* As suggested by ICH QG6A, allow tentative ac-
ceptance criteria when a new test or analytical
procedure is approved with a commitment to
tighten or loosen the analytical control as more
data is collected. Meeting tighter acceptance
criteria can challenge known manufacturing



and analytical capability, especially since batch
manufacture experience may be limited with
perhaps none at commercial production scale.

* Allow a lower filing category for changes insti-
tuted to conform to ICH guidelines.

Manufacturing Process

* All changes to the drug substance after the fi-
nal intermediate should not be treated the
same as multiple steps after the final interme-
diate can have varying impact. PAS should be
restricted to changes in critical parameters.

* Remilling a drug substance to meet particle
size specifications and recrystalization of a
drug substance to improve purity should be
categorized as a CBE-30 instead PAS.

* Changes in the imprint/embossing/debossing a
series of characters and codes of a modified re-
lease dosage form should not be arbitrarily a
PAS; it should depend on the nature of the MR
dosage form.

* Change in shape of an immediate release tab-
let should not require a PAS despite of the
change in appearance specifications.

Sterile Drug Products and Drug Substances

* A change in sterilizing filter pore size with seri-
al filtration should be a CBE-30 filing category
instead of PAS.

* Replacing the filling process with barrier tech-
nology should be reported as a CBE-30 instead
of PAS.

* AR should be the filing mechanism for the
transfer of a terminally sterilized product to a
different facility on the same site.

* AR should be the filing mechanism for the re-
porting of a change in site to manufacture pre-
filled syringes used with the drug product.

* AR should be the filing mechanism for report-
ing a change in contract manufacturer for
packaging components.

* The change in container shape and size should
allow a lower filing category than a PAS with
the use of pre-approved protocols to qualify
the container change.

* Definition of a change in the sterilizer load in
terms of order of magnitude and/or signifi-
cance should be provided to allow for a down-
grade of the filing category.

Labeling

* To add or strengthen storage recommendation
should be a CBE filing category.

* Falling into AR category would be changes in
logos, label trade dress, the name of a corpo-
rate identity and prominence on labels, for
example. H
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PDA Seeks Volunteers
for New S&T Activities

PDA’s Science Advisory Board, under the direc-
tion of Jim Agalloco, has proposed several areas
for the association’s involvement. Once initiated,
the following projects would likely result in the
development of technical reports.

Procedures for Developing a

New Sterilization Method

Water Systems and Survey on

Water System Practices

Filter Extractables and Filter Integrity
Test Methods

If you are interested in participating in or lead-
ing one of these new activities, please send an e-
mail to Russell Madsen, PDA’s Senior VP Science

and Technology, at madsen@pda.org, or send a
fax to him at (301) 986-0296.

Order Now!
PDA Archive Update

The PDA Archive on CD-ROM contains more than 50

years of research papers written by highly qualified sci-

entists in the pharmaceutical industry. The archive is ful-

ly searchable by author, title, and date. The 2001 release

includes the following 2000 publications:

v’ The six issues of the PDA Journal of Pharmaceutical Science
and Technology published for 2000

v’ Technical Report 33: Evaluation, Validation, & Implementation
of New Microbiological Testing Methods

v Proceedings from the PDA/FDA Public Conference on Part 11
Archive (CD)

v/ Proceedings from the PDA International Congress 2000,
Basel, Switzerland

If you own the full PDA Archive set, you'll want to up-
date your collection. Disc #3 will be replaced with a new
Disk #3 and Disk #4. Best of all, the price of the new Up-
date remains unchanged from last year—just $95 for
PDA Members and $195 for nonmembers.

If you don’t currently own the complete archive, you may ob-
tain the set from PDA. The cost is $395 for PDA Members and
$495 for nonmembers.

For additional information, or to place an

order, contact PDA 7e/: (301) 986-0293
Fax: (301) 986-1093
E-mail: info@pda.org  www.pda.org

PDA - 7500 0Ild Georgetown Road, Suite 620 « Bethesda, MD 20814

September 2001
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Steam Quality Issues Key to

TM 1 Revision

Steam quality issues were the subject of a meeting
of a PDA task force steering committee on July 25,
outside of London. The meeting was held to de-
termine the best way to resolve differences in
steam sterilization validation and control ap-
proaches in Europe and the US.

The revision process for PDA Technical Mono-
graph No. 1: Validation of Steam Sterilization Cy-
cles, has been underway for about four years and
is in currently in draft 11. The last few drafts have
been on the PDA Web site for availability to all
PDA members. Emerging steam quality issues
have held up completion of the document. The
other major outstanding technical areas, primarily
aspects of overkill cycle and standard cycle can be
worked out. Steam quality is the key issue requir-
ing resolution.

The committee noted that existing European
guidance usually does not reference US guidance
sources and TM 1 does not always reference Eu-
ropean guidance documents. The committee be-
lieves that TM 1 should be international in scope,
addressing any differences in approach. Referenc-
es should contain the necessary information for
the reader to find the technical information rela-
tive to the expected or applicable validation ap-
proach.

The Europe group has prepared porous load
guidance for insertion into the draft TR and has

decided that the issue of steam quality is applica-
ble to porous loads only. They defined porous
load to mean that steam is in direct contact with
the surface to be sterilized.

Limits for steam quality (e.g., 3.5% non-con-
densable gas) are artificial limits and there is no
available data to show the actual range and effects.
PDA is considering research into steam quality that
may be able to give some scientific basis for the
numbers and limits. There is no guarantee that
the results of such research is will be accepted by
all, including the regulators.

It was agreed to revise the porous load sec-
tion to:

* Reference HTM 2010 (or EN 285)

* Note that values are arbitrary, but established,
regulatory expectations

The committee also decided it would be help-
ful to develop a parallel comparison of what is re-
quired for porous load vs. what is required for
terminal sterilization of drug products in final
containers. This will help to reduce the confusion
and misuse of the porous load guidance.

PDA hopes to have a final draft available for
public comment by November 2001. The target
for publication of the revised TM 1 is July
2002. |

—Russell E. Madsen

Order Now! PDA Archive Update

L
w

EFM additional information, or to place an order, contact PDA—T7e/: (301) 986-0293
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The PDA Archive on CD-ROM contains more than 50 years of research papers written by
highly qualified scientists in the pharmaceutical industry. The archive is fully searchable by
author, title, and date. The 2001 release includes the following 2000 publications:

v The six issues of the PDA Journal of Pharmaceutical Science and Technology published
for 2000

v Technical Report 33: Evaluation, Validation & Implementation of New Microbiological
Testing Methods"”

v Proceedings from the PDA/FDA Public Conference on Part 11 Archive (CD)
v Proceedings from the PDA International Congress 2000, Basel, Switzerland

If you own the full PDA Archive set, you'll want to update your collection. Disc #3 will be
replaced with a new Disk 3 and Disk #4. Best of all, the price of the new Update remains
unchanged from last year—just $95 for PDA Members and $195 for nonmembers

If you don’t currently own the complete archive, you may obtain the set from PDA. The
cost is $395 for PDA Members and $495 for nonmembers. P

AN INIERNATIONAL ASSOCIATION FOR
PHARMACEUTICAL SCIENCE AND TECHNOLOGY

Fax: (301) 986-1093, £-mail: info@pda.org, Web site: www.pda.org.
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Biotechnology

Frank Matarrese

Chiron Corporation

4560 Horton Street

Emeryville, CA 94608

Tel: (510) 923-3128

Fax: (510) 923-3375

E-mail—
frank_matarrese@cc.chiron.com

Computer Systems
Michael L. Wyrick
KMI/Parexel

2080 St. Andrew's Court
Franklin, IN 46131

Tel: (317) 736-0853

Fax: (317) 736-9249
E-mail—
mwyrick@belmont.kminc.com

Contract Manufacturing
Michael R. Porter

Eli Lilly & Company

DC 3814

Eli Lilly Corporate Center
Indianapolis, IN 46285

Tel: (317) 277-2595

Fax: (317) 277-9693

E-mail—
porter_michael_r@lilly.com

Drug/Device Delivery
Systems

Michael A. Gross, Ph.D.
Aventis Behring

1020 First Avenue

PO. Box 61501

King of Prussia, PA 19406-0901
Tel: (610) 878-4490

Fax: (610) 878-4461
E-mail—
michael.gross@aventis.com

Filtration

James D. Wilson

115 Newell Village Circle
Seymour, TN 37865

Tel: (865) 609-1694
Fax: (865) 609-1690
E-mail—
wilsojdel@chartertn.net

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—
rld1242@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—
etrappler@Iyo-t.com

Microbiology/Environ-
mental Monitoring
Jeanne E. Moldenhauer, Ph.D.
16100 W. Port Clinton Rd.
Lincolnshire, IL 60069

Tel: (847) 478-1745

E-mail—
Jjeannemoldenhauer@yahoo.com

Ophthalmics

Richard M. Johnson

Abbott Laboratories Inc.

Dept. 03-QA Bldg. AP6C

100 Abbott Park Road

Abbott Park, IL 60064-6091

Tel: (847) 938-1750

Fax: (847) 938-3016

E-mail—
richard.m.johnson@abbott.com
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Packaging Science
Edward J. Smith, Ph.D.
Packaging Science Resources
237 Chapel Lane

King of Prussia, PA 19406

Tel: (610) 265-9029

Fax: (610) 265-2307
E-mail—
esmithpkg@aol.com

Production and
Engineering

David W. Maynard
Maynard & Associates, LLC
2162 US Highway 206
Belle Mead, NJ 08502

Tel: (908) 431-1919

Fax: (908) 874-8161
E-mail—
davmaynard@aol.com

Quality Assurance/
Quality Control

Don E. Elinski

Lachman Consulting Services
120 Peregrine Circle
Broomfield, CO 80020

Tel: (516) 222-6222

Fax: (516) 683-1887
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) 276-4669
E-mail—
Jjimenez_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—
Jjagalloco@aol.com

Training

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

Building K-1-2 F41

2000 Galloping Hill Road
Kenilworth, NJ 07033

Tel: (908) 298-5213

Fax: (908) 298-2720
E-mail—
thomas.wilkin@spcorp.com

Vaccines

Frank S. Kohn, Ph.D.
Wyeth-Lederle Vaccines &
Pediatrics

4300 Oak Park

Sanford, NC 27330

Tel: (919) 775-7100 ext. 4304
Fax: (919) 774-1142

E-mail—
kohnf@labs.wyeth.com

Validation

Bohdan M. Ferenc

1 Brandywine Ct.
Succasunna, NJ 07876
Tel: (973) 927-9152
E-mail—
biferenc@aol.com

Visual Inspection of
Parenterals

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

M/S 2130-41-108
Kalamazoo, MI 49001-0199
Tel: (616) 833-8906

Fax: (616) 833-5195
E-mail—
Jjohn.g.shabushnig@pharmacia.com
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Recent Sci-Tech Discussions

Sterilization of Oil Solutions

The following remarks are taken from an exchange in the Pharma-
ceutical 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 challenging 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...

Dear Forum,

Our company is manufacturing parenteral oil injec-
tions. During the formulation, sunflower oil is first
heated to 120°C for 2 hours. Then the active sub-
stance (a hormone or vitamin) is dissolved in the oil
and the solution is filtered through a 0.45 micron-
rated cartridge into a sterile tank from which it is
filled. After filling some of the products are auto-
claved at 100°C for 30 min and some at 120°C for 30
min. There is disagreement in our department
whether such terminal heating is of any use. Some
people argue that 100°C or 120°C have no effect on
microorganisms in oil solutions. Therefore they
think that the solutions should be filtered through a
0.2 micrometer filter and filled aseptically. The other
group thinks that filtration through a 0.45 microme-
ter filter is enough because of low bioburden and
that the above mentioned temperatures must have
some killing effect. They say that it is better to heat
the solutions at least slightly than not to heat them at
all. What do you think about this? Could anybody
give me some references on the D and z-Values for
different microorganisms in oil solutions? Any input
will be welcome.

Response 1

Steam sterilization of oil is difficult. I tend to agree
that the times and temperatures quoted are hav-
ing little or no effect on any potential contami-
nants. The oil takes much longer to reach
sterilization temperature than water or media. Fi-
nal filtration through a 0.2 um filter for aseptic fill
would be the best case unless the product can be
terminally sterilized by some other means like
gamma or e-beam. We have tested silicone oil for
sterility after gamma sterilization. I don’t know
what that would do to the hormone or vitamin.

Response 2

0.45 um membrane filters are not considered as ster-
ilizing filters because they do not have a log reduc-

tion value (LRV) of 7 per square cm with Brevundi-
monas dimunita as the test organism. When 0.45 um
membranes are tested with this organism an LRV of
4 or 5 will be obtained. I remember but cannot give
exact information that 0.45 membranes are tested
with Serratia marcescens as the test organism. How-
ever, bacterial spores are much larger than these or-
ganisms, therefore using a 0.45 um membrane will
give a considerable reduction of the spore count;
changing to a smaller pore size may not increase the
efficiency and may cause problems due to lower
flow rates.

Some references for heating in oil:

G. Molin. Dry heat resistance of Bacillus
subtilis spores in contact with serum albu-
min, carbohydrates or lipids. J. Appl. Bacte-
riol. (1977) 42, 111-116.

LH Ababouch et al. Thermal inactiviation ki-
netics of Bacillus subtilis spores suspended
in buffer and in oils. J. Appl. Bacteriol.
(1995) 78, 669-676.

D and z-values can be found in AD Russell
Destruction of bacterial spores by thermal
methods. In: Disinfection, preservation and
sterilization Russell, Hugo and Ayliffe (Eds.).
Blackwell Science, p 640-656.

Response 3

You may want to discuss filtration issues with your
filter supplier (if they can provide any technical
support).

Response 4

If you are making product for Europe, you should
check the decision tree, which includes a dry heat
cycle.

Response 5

The decision tree can be found in the Annex to
the Development Pharmaceutics guideline on the
EMEA Web site—look under the Quality Working
Party, Adopted guidelines.

Response 6

The 120°C temperature is intended for steam ster-
ilization and is effective due to the transfer of en-
ergy from the steam to the substance being
sterilized as the steam condenses on cooler sur-
face. Heating oil to 120°C would amount to a mar-
ginal dry heat cycle and the effectiveness would
have to be determined with resistant challenge or-

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

See the PDA Web site at www.pda.org to sign up via the Web or send an e-mail to requests@www?2. pharmweb.net if you don't
have web access, with one of the following commands placed in the body of the message: “subscribe PharmTech” (to receive indi-
vidual messages daily), or “subscribe digest PharmTech” (to receive one daily digest). Replace “subscribe” with “unsubscribe” to
leave the list. For help topics, type “help PharmTech” in the body of the message and send.
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ganisms. The filtration through a 0.45 micron fil-
ter is not sufficient for sterilization. 0.22 micron is
typical. Without validation to support what you
are doing, the product would not be considered
sterile according to US requirements.

If the product is not capable of withstanding a
validated terminal sterilization cycle you would
have to filter with a 0.22 micron filter and perform
an aseptic fill. Leave the post-fill heat cycle in the
process to provide an additional margin of safety.

Response 7

First off, sounds like you have a “bioburden reduc-
tion cycle,” rather than a sterilization cycle. If you
had a true sterilization cycle, there would be no
argument by your peers. Sterility (to whatever lev-
el) would be proven and not argued about.

As for your friend’s comments that heating in
oil has no effect on the reduction of bacteria, they
are not completely correct. I would rather have
heard that the cycle is “meaningless” than “It does
nothing.” Our microbiologist friends will have to
help us with determining whether or not it would
actually belp the lethality, and whether or not you
actually need to validate the cycle using water,
rather than oil. Irregardless of all this, here is the
bit on D-Value and z-Value and why it makes no
difference what medium you are sterilizing in. D-
Value and z-Value are based upon experimental
data showing, expressing what the actual lethality

PDA Technical Report 32
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Recent Sci-Tech Discussions

of the cycle is. (My validation friends may argue
with me on the use of the D-value term here, and
use “in product D-value,” but let that slide for a
moment). We package the death curves into nice
little terms like D-value, which is the actual time
in minutes it takes for the sterilization cycle to
reduce the bacterial population by one log.

As for your filtration...well, as a subscriber
pointed out earlier, 0.45 doesn’t cut it for sterili-
ty. It will, certainly, reduce your population. We
call the .45 filter a “clarifying” filter. We use the
0.45 filter in our processes as well but then ter-
minally sterilize those same solutions before we
let anyone use them.

I would be willing to bet our fellow peers would
suggest (and I know the FDA would) that you
should go with the terminally sterilized solution
wherever possible. Aseptic fill should be your last
resort. This would be true business-wise as well as
with respect to our friendly regulatory agencies.
You will need to deal with a myriad of other com-
plications ($8$) if you try to fill aseptically. If you
are concerned about your hormone or vitamin be-
ing degraded by the heat, you will need to perform
heat degradation studies (vary temp or time of the
cycle with respect to concentration), but I would
still feel that it would be a small price to pay com-
pared to the long-term commitments and risks of
an aseptic fill. B

—compiled by Russell E. Madsen
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INdusTry News

Company, Colleague
Product-ANNOUNCEMENTS

PDA Letter

Phoenix Imperative® Inc., a full-service engi-
neering, validation and compliance company that
supports the pharmaceutical and biotechnology
industries, is pleased to announce the addition of
James E. Taylor to their team of professionals. Tay-
lor will fill the position of South East Regional
Operations Manager. Taylor’s 30-plus years of en-
gineering/construction/validation experience is
expected to support the company’s efforts corpo-
rate wide. For the last 15 years he has provided
services focused on clients required to demon-
strate compliance with CGMP. “We are very excit-
ed about Jim coming aboard. I look forward to
working with him in building our presence in the
southeast region,” said Richard F. Geoghegan, Jr.,
President/CEO/Chairman. “Additionally, Jim
brings a tremendous experience base to support
our corporate engineering and validation servic-
es,” Geoghegan continued. For more information,
contact Dee Phillips at (302) 366-0855 or visit

www.phoeniximperative.com.

Propack Data, worldwide supplier of Enterprise
Production Management software (EPM), an-
nounced the release of its new PMX software ver-
sion 3.2. The new releases of the Clinical Trial
Management solution (PMX CTM) as well as the
Manufacturing Execution System solution (PMX
MES) are now be available. PMS CTM Release 3.2
enables you to access clinical trial documentation
and materials online. As a result, the management
of enterprise-wide clinical trials is enormously fa-
cilitated. Planning and administration of clinical
trials are realized with the help of a new site con-
cept on a worldwide basis. Every location is given
direct online access to all centralized and decen-
tralized data, while a sophisticated rights manage-
ment allows control over user and access
permissions and ensures secure data exchange via
the Internet. The new release of PMX MES, on the
other hand, specifically enhances its previous ver-
sion’s warehouse and asset management func-
tions. Due to the fact that load carriers are
managed in accordance with their respective sta-
tus, an even higher degree of transparency is
achieved in the areas of material and plant man-
agement. A number of warehouse journals in-
forms users about the current inventory, thereby
ensuring permanent traceability. PMX users gain
full control over the material flow as a whole,
since a minute and detailed information exchange
is guaranteed. Propack Data provides a compo-
nent-based out-of-the-box Manufacturing Execu-
tion System (MES) PMX for the pharmaceutical
and other and regulated industries that is de-
signed to help customers reduce operating costs,
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shorten cycle times and improve product quality
in their production operations. For more informa-
tion, contact Nadine Heier at +49/(0)7 21/96 50-

759 (nah@propack-data.com) or visit
www.propack-data.com.

STERIS Corporation, a provider of infection and
contamination prevention, microbial reduction,
and therapy support systems, products, services
and technologies to health care, scientific, re-
search, food and industrial customers throughout
the world, has introduced the STERIS VHP®
M1000 Modular Continuous Biodecontamination
System. This vaporized hydrogen peroxide system
consists of three modules that can be conveniently
integrated with an HVAC system and the custom-
er’s isolators, rooms and production filling equip-
ment. Benefits include continuous operation and
short cycle times. The VHP M1000 provides an en-
vironmentally safe way to optimize an aseptic
manufacturer’s production potential. For more in-
formation, contact Robin S. Baum at (440) 354-
2600 or visit www.STERIS.com.

Document Control Systems, Inc. announced
the release of MASTERControl v.6.0 FDA Edition—
validation-ready document control software with
21 CFR Part 11 Compliance. In addition to power-
ful time-based routing, approval, escalation, full
audit trail capabilities and management of the
document for its entire life cycle (available in pre-
vious versions of MASTERControl FDA Edition)
electronic signatures can now be manifest right on
the first or last page of an approved document.
The electronic signature meets the requirements
for FDA 21 CFR Part 11 by providing information
such as the time, date and intent or meaning of
the person’s signature. Other new features in-
clude more flexible document watermarking capa-
bilities for better management of “uncontrolled”
documents, and more secure viewing options that
give system administrators the power to allow cer-
tain individuals or departments limited viewing
rights on documents that pertain only to them.
Document Control Systems, Inc. develops and
manufactures client/server and Web-based soft-
ware designed to address manufacturing, engi-
neering and FDA document collaboration, control
and approval processes, including validation and
21 CFR Part 11 compliance. For more information,
contact Jason Clegg at (800) 825-9117 or
jclegg@mastercontrol.com. M

—compiled by Joseph G. Bury

Send us your news . . .

... address news releases to Joe Bury via e-mail
at bury@pda.org or mail hard copy to PDA head-
quarters in Bethesda.
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MeeTing News

PDA Letter

The Extractables Puzzle: Putting the

Pieces Together

Resolving Analytical, Material, Regulatory and Toxicology Issues

to Find Solutions

November 12-13, 2001 * Doubletree Hotel * Rockville, Maryland

This conference, designed to determine the state-
of-the-art in extractables science, will be of value
to analytical chemists, formulators, material scien-
tists, material and component suppliers, packag-
ing scientists, regulatory affairs professionals,
toxicologists, and CMC and DMF writers.

Representatives from FDA CBER, CDER and
CDRH will participate in panel discussions cover-
ing the four disciplines that are necessary for the
assessment of extractables: analytical chemistry,
material science, toxicology and regulatory affairs.
At the conference, participants will discuss 3—4
case studies that will be introduced at the begin-
ning of the meeting and developed during break-
fast breakout sessions on the morning of the

second day of the meeting. A survey of current
practices will be conducted from among Forum
registrants and other PDA members, with a pre-
sentation of survey results at the Forum. Each reg-
istrant will receive a “regulatory sourcebook” with
includes a comprehensive reference list of key
documents and a compendium of definitions of
important terms.

Gordon Hansen, of Boehringer Ingelheim
Pharm. Inc., and Chair, IPAC-RS, will present the
luncheon address, An Integrated Strategy for the
Determination and Qualification of Leachables
and Extractables in Orally Inhaled and Nasal
Drug Products. B

Poster abstracts are being sought
for presentation during the
Monday, November 12 reception.
Guidelines for submission of poster abstracts:

1. Abstract is limited to approximately 100 words

stract:

lates interest.

in length, using a 1 to 1.5-inch margin.
2. Include the following information on the ab-

PDA 2001 Extractables Conference
November 12-13, 2001, Rockville, Maryland.

3. Include a concise title that engages and stimu-

4. Include primary contact name, address, tele-
phone and e-mail information. Also include
names and credentials of all abstract authors.

5. Submit electronically with file saved in Mi-
crosoft Word or Rich Text format by October

12, 2001 to: royal@pda.org.

The Survey

Conference participants and visitors to the PDA Web site (www.pda.org) are invited to complete an
anonymous survey of their current extractables practices. The survey questions cover the four dimen-
sions of the conference (regulatory, toxicology, materials, and analysis). Results will be tabulated and
presented at lunch on the second day of the conference. This survey will not be published.

—Leslie Zeck

To register for the conference, visit PDA's
Web site at www.pda.org.
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Training Workshop

MeeTing News

ICH Q7A Good Manufacturing Practice
Guidance for Active Pharmaceutical

Ingredients (APls)

FDA, in collaboration with PDA, Pharmaceutical
Research and Manufacturers of America (PhRMA)
and the Generic Pharmaceutical Association
(GPhA) announce a workshop training series on
Q7A Guidance. The ICH Q7A document, the first
GMP guidance jointly developed between regula-
tors and industry, is intended for use worldwide.
It impacts any manufacturer who manufactures
in, or intends to supply into, the ICH regions (US,
Europe, Japan). The workshop will be offered in
the follow locations and will contain identical
subject matter:

Chicago, IL: October 22-24, 2001
Princeton, NJ: November 7-9, 2001
Newport Beach, CA: February 25-27, 2002
San Juan, Puerto Rico: April 8-10, 2002

This three-day workshop, the only training to
be officially co-sponsored by the US Food and
Drug Administration (FDA), will provide training
of FDA personnel alongside industry participants.
The faculty is comprised of both regulators and
industry representatives who served as members
of the ICH Expert Working Group that developed
the document. Substantial time has been allotted
for question and answer sessions.

Highlights

* This is the only joint Q7A Training sponsored
by the FDA;

* This is the only Q7A Training currently being
conducted by members of the Expert Working
Group that developed 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 the following
members of the International Conference on Har-
monization (ICH) Q7A Expert Working Group:

John DeFoe, Pfizer Inc.
John A. Eltermann, Jr., FDA, CBER (invited)
Steven Fairchild, Quantic (former EMEA)
Betsy P, Fritschel, Johnson & Johnson
Stephanie Gray, GlaxoSmithKline
(former FDA)
Lothar Hartmann, F. Hoffmann-La Roche Ltd.
Max Lazar, Hoffmann-La Roche Inc (retired)
Edwin Rivera Martinez, FDA, CDER
Joseph Phillips, Quintiles (former FDA)
Paolo Romagnoli, European Generic
Medicines Association

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, Repack-
ers and Relabellers of APIs;

GMP Compliance Officials;

Process Engineers;

Production Engineers;

Regulatory Investigators and Compliance
Officers;

Reviewing Chemists;

Quality Assurance/Quality Control and
Regulatory 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.

To register, visit PDA's Web site at
www.pda.org. l
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—Leslie Zeck

The Q7A Guidance Document can
be found on the following Web
sites:

www.fda.gov/cder/guidance/index.htm

www.emea.eu.int/pdfs/human/ich/410600en.pdf
www.ifpma.org/ich5q.html#gmp
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MeeTing News

PDA/FDA Viral Clearance Forum

October 1-3, 2001 * Hyatt Bethesda ° Bethesda, MD

The upcoming PDA/FDA Viral Clearance Forum
will feature 45 cutting-edge scientific and techni-
cal presentations on the state-of-the-science in vi-
ral clearance issues for biologics. Twenty posters
featuring the latest technologies will be displayed
in two evening receptions. The conference will
bring together representatives from international
regulatory agencies, academicians, pharmaceuti-
cal/biotechnology manufacturers, manufacturers
of enabling technologies and contract testing or-
ganizations (CTOs).

Regulatory presentations will address the fol-
lowing topics:
* Virus Validation of Filtration Procedures,

Hannelore Willkommen, Paul-Ehrlich-Institut,

Germany;

* The Choice of Viruses for Validation of Viral
Clearance, Mahmood Farshid, Ph.D., CBER/
FDA; and

* Evaluation of a Quantitative Product-En-
banced Reverse Transcriptase Assay to Moni-
tor Retrovirus in mBb Cell-Culture, Kurt
Brorson, Ph.D., CBER/FDA.

Did You Get
the News?

As a new member service, monthly PDA e-Updates
will be sent to keep members apprised of activi-
ties, deadlines and other important issues. Howev-
er, more than 30% of the PDA membership does
not have an e-mail address on file. Members may
add or update their e-mail addresses (as well as
other contact information) by sending this infor-
mation by e-mail to info@pda.org.

E-mail updates on time-senstive issues will be
released as needed. Be assured that we are tak-
ing every measure to use this communication
vehicle judiciously (we won’t bury you in e-
mails). And, if you do not wish to receive the
PDA e-Update, you may exercise an “opt out” at
any time (opt out must be performed by direct
link from the e-mail). M

PDA Letter
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Industry presentations will cover such issues as:

* Inactivation of Infectious Pathogens and Leu-
kocytes in Labile Blood Components, Laurance
Corash, M.D., Cerus Corporation;

* Virus Safety of Plasmaderived Biologicals and
Blood Components: Overall Process Valida-
tion—Industry Perspective, Albert Groener,
Aventis Behring;

* A Summary of the Challenges and Solutions to
Interpreting the ICH Guideline for Viral Safety
Evaluation in Various Specific and Complex
Situations, Holly Hutchins, Amgen Inc.;

* Validation of the Clearance of Five Model Vi-
ruses in the Acrinol Immunoadsorption, Alco-
bol Precipitation, and Acrinol Clarification/
Silica Gel Chromatography Process Steps of the
SS ATGAM Manufacturing Process, Robert L.
Garlick, Ph.D., Pharmacia Corporation;

* And many more...

Don’t miss this opportunity to interact with the
experts from FDA and industry to discuss current
guidance, critical issues and approaches to viral
clearance issues for biologics.

Participation in this conference is
limited and is nearly so/d out.
Ensure your ability to take part in
the discussions with leading
regulatory representatives by
registering today.

For additional information, or to register for
this conference, visit PDA’s Web site at

www.pda.org. l
—Leslie Zeck



Basel 2002

Meeting News

PDA International Congress, Courses

and Exhibition

Adding Value to the Pharmaceutical Industry: Leveraging the Future

Convention Center Basel, Switzerland

February 11-13, 2002 Congress and Exhibition

February 14-15, 2002 Courses

Make your plans now to attend PDA’s prestigious
International Congress, Courses and Exhibition in
Basel, Switzerland. The event that will attract
more than 500 professionals and scientists from
across the globe working in the parenteral, sterile
products, biotechnology and related fields. Add-
ing Value to the Pharmaceutical Industry: Lever-
aging the Future will feature a multi-track format
of topics important to the industry. Regulatory and
industry experts will discuss the latest science and
technology related to regulatory issues, compli-
ance strategies, harmonization issues, validation,
biotechnology and more.

The Program Planning Committee (see photo)
met in London in July to review and select ab-
stracts for presentation and to develop an agenda
for the conference. Presentations will address
such topics as:

* Method of Increasing Test Range and Accuracy
of Bioindicators—Bacillus stearothermopbilus
Spores;

* Simulation of Multistep Aseptic Production by
Media Challenge Test;

* Validation of Rapid Microbiological Test
Systems; and

* [CH Harmonised Tripartite Guideline—
Good Manufacturing Practice Guide for Active
Pharmaceutical Ingredients.

Exhibits

Anticipated attendance of 500 scientists from Eu-

rope, US, Asia and other global regions will make
this a premier event, allowing pharmaceutical sci-
ence and technology suppliers to meet key con-

tacts. For information on exhibiting and/or spon-
soring an event, contact:

Nahid Kiani

PDA

7500 Old Georgetown Road, Suite 620

Bethesda, MD, USA 20814

Tel: (301) 986-0293 x128

Fax: (301) 986-0296

E-mail: kiani@pda.org

The full agenda and a list of papers to be pre-
sented for this conference are available on PDA’s
Web site at www.pda.org. l
—Leslie Zeck

The program committee includes: (seated, L-R) Lisa Skeens, Baxter Healthcare,
Co-chair, and Nigel Halls, GlaxoSmithKline (UK), Co-chair. (Standing, L-R) Leslie
Zeck, PDA; Bengt Ljungqvist, Royal Institute of Technology, Sweden; Tom Berger,
Abbott; Keith Wickert, Pall Life Sciences; Hiltrud Horn, Knoll; Bernard Kronenberg,
Bakrona Basel; James Agalloco, Agalloco & Assoc; Russell E. Madsen, Jr., PDA.
Not pictured: James C. Lyda, PDA Europe; Jennie Allewell, Cell Therapeutics, Inc.;
Martine Palliere, Aventis Pharma, France; Paolo Verardi, GlaxoWellcome SpA, Italy;
and Janette Waterhouse, Quintiles, UK.
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MeeTing News

PDA Letter

ANNOUNCEMENT AND CALL FOR PAPERS
2002 PDA Spring Conference, Courses and Exhibition
Environmental Monitoring and Aseptic
Processing: Reaching a Common
Understanding of the Regulatory and
Technical Requirements

March 11-15, 2001 °* Rosen Hotel, Orlando, Florida

This year’s Spring Conference will focus on Envi-
ronmental Monitoring and Aseptic Processing. Ab-
stracts outlining the latest science and technology
in following issues are being sought:

* Airflow velocity measurements;

* Surface monitoring of sterile product contact
surfaces during aseptic filling operations;

* Alert and action level excursions during micro-
bial monitoring of aseptic filling operations;

* Environmental monitoring during
manufacturing;

* Identification requirements for environmental
and sterility test isolates;

* Media fill acceptance criteria and duration;

* Gowning qualification and frequency of
requalification;

* Resolving disagreements about 483 items and
filing requirements; and

e HEPA filters.

Abstracts of papers not previously published or
presented at scientific meetings are sought for
this meeting that will attract 500+ international
scientists for high-level education and network-
ing. Accepted abstracts will be non-commercial in
nature and describe new work and significantly
contribute to the body of knowledge of pharma-
ceutical science and technology.

ABSTRACTS MUST
BE RECEIVED BY

OCTOBER 12, 2001
FOR CONSIDERATION.
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Abstract Instructions:

1.

Abstract is limited to approximately 100 words
in length, using a 1 to 1.5-inch margin.

Include the following information on the
abstract:

2002 PDA Spring Conference

March 11-13, 2002—Orlando, Florida.
Include a concise title that engages and stimu-
lates interest.
Include primary contact name, address, tele-
phone and e-mail information. Also include
names and credentials of all abstract authors.

. Include a brief, two-paragraph bio for each

prospective presenter on the same page as the
abstract (please submit only one document).

Submit electronically with file saved in Mi-
crosoft Word or Rich Text format by October
12 to: pda@outsources.com.

Presenters of selected abstracts agree to submit

copies of their presentation slides or overheads by
February 1. 2002 for inclusion in the conference

notebook to be distributed on site. M

—Leslie Zeck

The 2002 PDA Spring Conference

will feature Tabletop Exhibits.

For Information on securing space for your
Tabletop display, contact

Nahid Kiani at
Phone: (301) 986-0293 ext. 128 or
E-mail: kiani@pda.org.

www.pda.org



MeeTing News

Training Courses continued from cover

tems. This is nowhere more evident than in the Reserve your hotel room now!

area of “Computer Related Systems Validation,” a

long-standing PDA course taught by John Voss and .
Sam Clark. Participants in this course return to Discover the perfeCt balance of landmark
their organizations with the understanding and charm and modern sophistication,
skills needed to drive the validation of their firm’s in a historic Washington setting at the

computer systems. -
When is an introduction to the CGMPs just not Marriott Wardman Park Hotel.

enough? Our membership has told us that there is
a real need for an “Advanced Topics” course for

senior individual contributors who come to a « Located in a prestigious Washington neigh- For registration
leadership position in our industry for the first borhood; just minutes from all the sites information
time. Participants will come away from this brand and sounds of the nation’s capital. on this

new course with an understanding of the issues « Eight miles from Reagan National Airport

they need in order to be an effective leader in and just steps to on-site Metro stop. conference,

their organization. They will learn techniques for please visit our

Marriott Wardman Park Hotel

hz}ndhng common cqmphance problem.s. TheY 2660 Woodley Road, NW Web site at
will also develop their grasp of current issues in .
. . . . Washington, DC 20008
the industry not only in the US, but also in what is . WWW. pda org
rapidly becoming a global set of regulatory re- (202) 328-2000 Reservations
quirements. This new course, entitled “Advanced (800) 228-9290
Regulatory Compliance Training for the Supervi- (202) 234-0015 (Fax)

sor/Manager” is being developed by PDA’s VP of
Education, Rick Rogers, in conjunction with input
from representatives from the Training Interest
Group. It will be a two-day course offered for
the first time in December at the PDA Annual

Be sure to advise the reservationist that you
are attending PDA's Annual Conference,
to ensure the discounted rate.

Conference.

All PDA-TRI courses are designed to provide the $185.00 Single
participant with lively interaction with the faculty $205.00 Double
and class. Complete details and registration infor- Each Additional Person $20

mation for these and all PDA-TRI offerings can be Cut off Date: November 9, 2001
found at www.pda.org. o
—Rick Rogers & Leslie Zeck ~Check in Time: 3:00 pm
Check out Time: 12:00 noon

Make your plans now to attend PDA's largest conference, courses and exhibition on December 3-7, 2001. This meeting
will attract nearly 1,000 international scientists for high-level education and networking. The opening plenary session for
the conference will feature Michael Beatrice of Abbott Laboratories. Beatrice will discuss real-life compliance challenges
faced by his company over the past several years. The closing plenary session will focus on Compliance Challenges:
Real World Experience in Consent Decree Management, with presentations by Leon Lachman of Lachman Consultant
Services, and Claudio Pincus of the Quantic Group, Inc.

Concurrent tracks will allow attendees to focus on papers presented by industry colleagues in specific areas of
interest, including biotech issues, computer issues, laboratory issues, manufacturing, sterilization and much more.
Interactive breakfast roundtables will facilitate ongoing discussion among conference participants.

A special bonus forum on BSE/TSE issues will also be offered immediately following PDA’'s annual meeting on
Wednesday and Thursday, December 5-6. The industry’s leading international scientists have been invited to
present a state-of-the-science perspective on BSE and how it has impacted the pharmaceutical industry. FDA rep-
resentatives have been invited to share the latest information. Industry representatives will share their company’s
strategies and experiences. Make your plans now to stay for this forum, the first of its kind in our industry!

Don’t miss this opportunity to interact with your industry
colleagues to discuss compliance strategies for your future.
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PDA Technical Reports continued from cover

PDA Technical Report No. 34

Design and Validation of Isolator
Systems for the Manufacturing and
Testing of Health Care Products

This comprehensive report addresses essential
user requirements for the application of isolator
technology to a broad range of manufacturing,
development 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 materials.

Until now, the health care industry has lacked
a uniform set of definitions for isolator technolo-
gy. The committee recognized this need, so TR 34
provides useful definitions for isolator and barrier

systems. The committee also recognized that in
some regions of the world, processing environ-
ments called “isolators” are widely used in the
clinical pharmacy setting. These devices have
some general features in common with isolators
as defined in this document, however, they are
distinctly different from the isolator systems cur-
rently in use for sterile product manufacturing
and testing in the health care product industry.

Early Availability

As mentioned above, the reports will accompany
the September/October issue of the PDA Journal
of Pharmaceutical Science and Technology. Mem-
bers who desire to purchase an extra copy of ei-
ther or both of these technical reports may go to
the PDA Web site at www.pda.org. H

—Russell E. Madsen
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FOOD AND DRUG
ADMINISTRATION

21 CFR PART 210—
CURRENT GOOD
MANUFACTURING
PRACTICE IN
MANUFACTURING,
PROCESSING, PACKING,
OR HOLDING OF DRUGS;
GENERAL

21 CFR PART 211—
PRACTICE FOR
FINISHED
PHARMACEUTICALS

April 1, 2001

To Order, use The form

ON pAaGe 44 or

Contact PDA—

www.pda.oRrgG

(301) 986-0293

PDA Letter

2001 CGMP Pocket Guide
Now Available

The popular CGMP Pocket Guide that is produced annually by PDA is NOW AVAILABLE.
This new update contains 21 CFR Part 210—Current Good Manufacturing Practice in Manu-
facturing, Processing, Packing, or Holding of Drugs; General and 21 CFR Part 211—Current
Good Manufacturing Practice for Finished Pharmaceuticals (updated April 1, 2001). For your
reference, a listing of common acronyms and abbreviations is included.

These handy Pocket Guides are a convenient way to keep 21 CFR Parts 210, 211 at your
fingertips. Order now for yourself, your staff and your clients. Quantity discounts are avail-
able, plus you may order the Pocket Guides with your logo printed on the covers.

Quantity Discounts

Discounts are available for bulk quantities* (member prices; shipping and handling additional):

1-100 COPIES .evcvveeervrerrnnne $4 each
101-1,000 ....ocoeeveveeiennne $3 each
1,001+ i, $2 each

* For an additional charge your booklets can be personalized to include your company logo
on the cover. Minimum quantities do apply, contact PDA for details.

Item No. 13004
CGMP Pocket Guide to 21 CFR Parts 210, 211 (April 2001)
Single copy price is $4 member/$7 nonmember

To Order your copies use the form on page 44. Contact Janny Chua PDA at (301) 986-0293
ext. 127, chua@pda.org if you have questions.

For Personalized Orders Only, Contact Janet Raysick at PDA, (301-986-0293 ext. 120,
raysick@pda.org).
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REGISTRATION FORM PDA/FDA Viral Clearance Forum
October [-3,2001 4 Hyatt Regency % Bethesda, Maryland

I. Please type or clearly print your name, address and affiliation.

QMr. QMs. AQDr. First Name Middle Initial Last Name

Job Title Membership Number (if known)

Company (indicate full company name)

Business Address

City State/Province Zip + 4/Postal Code Country

Business Phone
[0 Substituting for

Fax E-mail

(check here only if you are substituting for a previously enrolled colleague. If you are a nonmember substituting for a member, the additional nonmember fee must be paid.)

2. Fees Individuals registering at the nonmember rate receive one full year of PDA membership. (If you DO NOT want to become a PDA
member, please check this box [J). Nonmembers registering for multiple events need only pay the nonmember fee once.

PDA Member Nonmember | Government/Academic
Full registration (10/1-3) O $995 O $1,145 O $275
Monday only (10/1): includes lunch and reception O $450 O  $600 o $175
Tuesday only (10/2): includes lunch and reception O $450 O  $600 O $175
Wednesday only (10/3): includes lunch O $350 O $500 O $150
TOTAL FEES $

Full Forum Registration Includes: Forum reference materials
on site, Lunch each day, Reception and Poster Session on October
| and October 2.

Government/Academic: You must be an employee of an official
government agency or accredited university to quality for this dis-
counted rate.

3. Please check the appropriate box

O Check Enclosed [ Wire Transfer Charge to: [0 MasterCard/EuroCard [ VISA O AMEX

Account Number Exp. Date
Name Exactly as on Card
Signature Date

4. Return completed form with payment (payment must
be included to be considered registered) made to:
PDA
P.O. Box 79465
Baltimore, MD 21279-0465 USA

Fax: (301) 986-1093 (Credit Cards Only)

Payments must be made to PDA in US dollars by
check drawn on a US bank, by electronic money
transfer (SunTrust Bank ABA #051000020, PDA
Account #209364254, Swift #UVBIUS33), net of
all bank charges; by MasterCard, VISA or American
Express.

Federal Tax I.D. #52-1906152

Confirmation: Written confirmation will be sent to you once payment is received. You must have written confirmation

to be considered enrolled in a PDA event. Substitutions: If a registrant is unable to attend, substitutions are wel-
come and can be made at any time. If you are pre-registering as a substitute attendee, indicate this on the registration
form. A nonmember substituting for a member must pay the additional fee. Refunds: Refund requests must be made
in writing. Registrants whose written requests for refunds are received at PDA on or before September 1,2001
will receive a full refund less a $35 (US) processing fee. Registrants whose written requests for refunds are received
after September | and on or before September 15 will receive 50% of the registration fee. After that, no refunds
can be made.

Please tell us how you learned
about this event

ooooogoag

I'm a PDA member
Advertisement
Direct Mail

Fax

Internet

Colleague

Other

Business Environment (check one)

OoooooOooooo

Academic

Consultant

Engineering and Construction
Government Regulatory Agency
Industry Supplier

Medical Device Manufacturing
Pharmaceutical Manufacturing
Pharmacy

Recruiter

Other

Professional Interest
(check all that apply)

00 O0O00O OoOoOooOooooooo oooooooao

Aerosols

Analytical Chemistry
Biologicals

Biotechnology

Computers

Engineering

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

LTR 09/01

Check #: Amount:

M NVEH Date:

Account:




PDA-TRI News

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

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

To register, call PDA
headquarters in
Bethesda, Maryland at
(301) 986-0293. PDA-
TRI Location/Hotel
Information follows.

Upcoming PDA-TRI Education Courses

Cleaning Validation (PDA #400), October 22—
24, 2001—taught by Jon Voss, cGMP Systems, and
Bob O’Brien, BIOPURE; $1,900 members/$2,050
nonmembers.

Validating a Steam Sterilizer (PDA #322), one
date remaining: October 25-26, 2001—taught by
Ronald Kraus, Associate Director of KMI Systems
and Christopber Mansur, Sr. Computer Validation
Compliance Specialist, Genetics Institute; $1,500
members/$1,650 nonmembers.

Basic Microbiology: Theory & Practice (PDA
#109), November 12-14, 2001—taught by Leah
Autrey, Abbott Laboratories, Hospital Products
Division; $1,850 members/$2,000 nonmembers.

Computer Products Supplier Auditing Process
Model: Auditor Training (PDA #474), October
11-12, 2001; November 15-16, 2001 in Balti-
more, Maryland; $950 PDA members/$1,100 non-

members. For more information, vist our Web
site, www.pda.org.

Introduction to Developing Effective Audit
Strategies for CGMP Cleanrooms (PDA
#200), November 15-16, 2001—taught by
Strother Dixon, GMP Trainer for PDA-TRI,
$1,150 members/$1,300 nonmembers.

Identification of Microorganisms Using Com-
parative DNA Sequencing (PDA #232), Novem-
ber 28-29, 2001—taught by Michael G.
Waddington, Accugenix; $1,500 PDA members/
$1,650 nonmembers.

Contamination Control Basics (PDA #213),
One date remaining: November 30, 2001—taught
by Sandra A. Lowery, President of Quality Sys-
tems Consulting; $750 PDA members/$900
nonmembers. M

For additional hotel
information, please
visit
www.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 for easier
access to and from the
Institute.

PDA-TRI Location/Lodging Information

Unless otherwise noted, PDA Institute courses are held at: PDA Training and Research Insti-
tute, 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 Train-
ing and Research Institute. There are several hotels in the Inner Harbor (downtown Baltimore) and
BWI airport areas. These include, but are not limited to:

¢ Baltimore Hilton & Towers Inner Harbor—Tel: (410) 539-8400; Fax: (410) 625-1060

° Baltimore Marriott Inner Harbor—Tel: (410) 962-0202; Fax: (410) 625-7892
* Embassy Suites-BWI—Tel: (410) 850-0747; Fax: (410) 859-0816
* Holiday Inn-BWI—Tel: (410) 859-8400; Fax: (410) 684-6778

Holiday Inn Inner Harbor —Tel: (410) 685-3500; Fax: (410) 727-6169

° Homewood Suites BWI*#*—Tel: (410) 684-6100; Fax: (410) 684-6810
° Hyatt Regency Baltimore Inner Harbor—Tel: (410) 528-1234; Fax: (410) 685-3362
¢ Sheraton Inner Harbor Hotel—Tel: (410) 962-8300; Fax: (410) 962-8211.

Marriott Residence Inn-BWI*#*—Tel: (410) 691-0255; Fax: (410) 691-0254. W

**no on-site restaurant

For Course Content Information, contact

PDA-TRI directly at
(410) 455-5800.

Aseptic Processing 2002

January 14-18 & February 11-15, 2002
April 8-12 & May 6-10, 2002
September 9-13 & October 7-11, 2002
October 28-November 1 & November 18-22, 2002

For Registration Information, contact PDA

at (301) 986-0293
or visit www.pda.org.

PDA Letter

in Baltimore, Maryland

A
Comprehensive Program

in Manufacturing Sterile Products
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Palm Springs

October 16-18, 2001

Courses

Miramonte Resort, Indian Wells, CA

Training for Performance (PDA #409) —

October 16, 2001

Drug Labeling Regulation (PDA #464) —

October 16, 2001

Introduction to Validation (PDA #397) —

October 16-17, 2001

Auditing Foreign Active Pharmaceutical In-
gredient (APl) Manufacturers

(PDA #473) —
October 16-17, 2001

Knowledge & Skills of the Successful QA/
QC Manager in the Pharmaceutical

Industry (PDA #410) —
October 16-17, 2001

GMP Fundamentals (PDA #493) —

October 17, 2001

Computer-Related Systems Validation
(PDA #651) — October 17-18, 2001

Root Cause Analysis (PDA #754) —

October 18, 2001

Introduction to Writing and Auditing
CGMP Documentation (PDA #755) —

October 18, 2001

Designing Regulatory Training That
Works (PDA #407) — October 18,
2001 =

PDA-TRI News

This event is being

held at:

Miramonte Resort

45-000 Indian
Wells Lane

Indian Wells, CA
92210

Toll Free:

1 (800) 237-2926

Tel:

(760) 341-2200

Fax:
(760) 568-0541

Visit www.pda.org to download the Registration Form, or use the form on page 38!

Sponsors

Abbott Laboratories

Allegiance Healthcare
Corporation

Alma, Inc.

Becton Dickinson
Microbiology Systems

Berkshire Corporation

bioMerieux Vitek, Inc.

Biotest Diagnostics
Corporation

Chemunex, Inc.

Cole-Parmer

Comar, Inc.

Contec, Inc.

Corning, Inc.

Dow Corning, Inc.

DuPont Pharmaceutical Co.

Dycem Ltd.
Eagle Picher
Eisai U.S.A., Inc.

PDA-TRI Thanks the Following...

Electrol Specialties
Company

Endosafe

Environmental Monitoring
Technologies

General Econopak, Inc.

Genesis Machinery
Products, Inc.

GlaxoSmithKline

Helvoet Pharma

IDEXX Laboratories, Inc.

Interpharm

Kimberly Clark, Corp.

KMI/Systems

La Calheneg, Inc.

Larson Mardon Wheaton

Micro Diagnostics

Micronova
Manufacturing, Inc.

MIDI Laboratories, Inc.

Millipore Corporation

Nalge Co.

37

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

Contributors

Amgen, Inc.

Automated Liquid
Packaging, Inc.

Berkshire Corporation

Chesapeake Biological
Laboratories, Inc.

Cotter Corp.

Eli Lilly and Co.

Fedegari

Kaye Instruments, Inc.

Kimberly Clark, Corp.

National Instrument Co., Inc.

Neslo, Inc.

Perfex Corporation

Pharmacia

Sievers Instruments, Inc.

Technovation

September 2001



PDA-TRI Education Courses RegisTraTioN FORM

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

a Mr. @ Ms. aDr. First Name Middle Initial Last Name
Membership Number
Job Title Company

Business Address

City State/Province ZIP/Postal Code

Tel 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.)

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
or nonmember)
TOTAL: |$
3. Please check the appropriate box:

a Check enclosed a Wire Transfer Charge: 1 MC/EuroCard 1O VISA 0 AMEX

Payments must be made to PDA in

Account Number Exp. Date US dollars by check drawn on a US
bank, by electronic money transfer
Name (SunTrust Bank ABA #051000020,
(exactly as on card) PDA Account #209364254,
Signature Date Swift#UVBIUS33), net of all bank

charges; by American Express,

4. Return completed form with payment made to: WREETCEIRe, OF VISA:

PDA

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.
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 $35.00 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:

Payment must be included to be
considered registered.

Federal Tax |.D. #52-1906152

LTR 09/01

Check: Amount: Account:
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Q A Registration Form

ICH Q7A GOoOD MANUFACTURING PRACTICE GUIDANCE FOR ACTIVE PHARMACEUTICAL INGREDIENTS (APIs)

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

CHICAGO, IL — OcTOoBER 22-24, 2001
PRINCETON, NJ — NovEMBER 7-9, 2001
NEwPORT BEACH, CA — FEBRUARY 25-27, 2002
SAN JuaN, PR — ArriL 8-10, 2002

OMr. OMs. ODr. First Name

Middle Initial

Last Name

Job Title

Company (indicate full company name)

Business Address

City State/Province

[0 Substituting for

Zip + 4/Postal Code

Country

Business Phone

E-mail

(check here only if you are substituting for a previously enrolled colleague.

2. Fees. Please plan to attend all three days of this training workshop. One-day registration is not available. Full Workshop

Registration Includes: Conference reference materials on site, Lunch on each day, Networking Reception on Day 1.

Industry Government*
Chicago, IL — October 22-24, 2001 O $995 O $395
Princeton, NJ — November 7-9, 2001 O $995 0O  $395
Newport Beach, CA — February 25-27, 2002 O $995 O $395
San Juan, PR — April 8-10, 2002 0O $995 0O $395
TOTAL FEES $
*Government: You must be an employee of an official government agency to qualify for this discounted rate.
3. Please check the appropriate box
[0 Check Enclosed [ Wire Transfer Charge to: [0 MasterCard/EuroCard [ VISA O AMEX
Account Number Exp. Date

Name Exactly as on Card

Signature

4. Return completed form with payment (payment must

be included to be considered registered) made to:

PDA

P.O. Box 79465

Baltimore, MD 21279-0465 USA

Fax: (301) 986-1093 (Credit Cards Only)

Federal Tax I.D. #52-1906152

or American Express.

Payments must be made to PDA in US dollars by check drawn on a US bank, by electronic money transfer (SunTrust
Bank ABA #057000020, PDA Account #209364254, Swift #UVBIUS33), net of all bank charges; by MasterCard, VISA

Please tell us how you learned
about this event

Advertisement

Direct Mail

Fax

Internet

Colleague

Other

oooooao

Confirmation: Written
confirmation will be sent to you
once payment is received. You must
have written confirmation to be
considered enrolled in this event.

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

Chicago, IL: If request for refund is
received at PDA on or before
September 24 registrants will
receive a full refund less a $35 (US)
processing fee. If received after
September 24 and on or before
October 8 registrants will receive
50% of the registration fee. After
October 8, no refunds can be made.

Princeton, NJ: If request for refund
is received at PDA on or before
October 8 registrants will receive
a full refund less a $35 (US)
processing fee. If received after
October 8 and on or before
October 22 registrants will receive
50% of the registration fee. After
October 22, no refunds can be
made.

Newport Beach, CA: If request for
refund is received at PDA on or
before January 21 will receive a full
refund less a $35 (US) processing
fee. If received after January 21 and
on or before February 4 registrants
will receive 50% of the registration
fee. After February 4, no refunds
can be made.

San Juan, PR: If request for refund
is received at PDA on or before
March 8 registrants will receive a
full refund less a $35 (US)
processing fee. If received after
March 8 and on or before March 22
registrants will receive 50% of the
registration fee. After that, no
refunds can be made.

LTR0901

PDA Use: JIBEITH

Check #:

Amount:

Account: |




PDA Chapter Contacrs

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

Australia Chapter
Contact: Mary Sontrop

ZLB Bioplasma AG

Tel: +41-31-344-4305

Fax: +41-31-344-5555
E-mail: mary.sontrop@zib.com

Canadian Chapter
Contact: Grace Chin

Pellemon, Inc.

Tel: (416) 422-4056 x230

Fax: (416) 422-4638

E-mail: ching2@snc-lavalincom
Web site: www.pdacanada.org

Capital Area Chapter

Areas Served: Maryland, District of Columbia,

Virginia, West Virginia

Contact: Allen Burgenson

DynPort Vaccine Company, LLC

Tel: (301) 607-5046

Fax: (301) 607-5099

E-mail: BurgensA@dynport.com

Web site: www.pdacapitalchapter.org

Delaware Valley Chapter
Areas Served: Delaware, New Jersey,

Pennsylvania

Contact: Mark Kaiser

Lancaster Laboratories

Tel: (717) 656-2300 x1263

Fax: (717) 656-2681

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

Central Europe Chapter
Contact: James Lyda

PDA Europe Office

Switzerland

Tel: +41-61-703-1688

Fax: +41-61-703-1689

E-mail: lyda@pda.org

Israel Chapter
Contact: Karen S. Ginsbhury

PCl-Pharmaceutical Consulting Israel Ltd.

Tel: +972-3-9214261
Fax: +972-3-9215127
E-mail: kstaylor@netvision.net.il

Italy Chapter

Contact: Vincenzo Baselli

Pall ltalia

Tel: +39-02-477-961

Fax: +39-02-4122-985

E-mail: vincenzo_baselli@pall.com

Japan Chapter
Contact: Hiroshi Harada
Tel: +81-3-3815-1681
Fax: +81-3-3815-1691
E-mail: van@bcasj.or.jp

Korea Chapter

Contact: Jong Hwa A. Park

Tel: +82-2-538-9712

Fax: +82-2-569-9092

E-mail: Jong_Hwa_Park@pall.com

Metro Chapter

Areas Served: New Jersey, New York
Contact: Felicia Manganiello

Tel: (732) 521-8274

Fax: (732) 521-5933

E-mail: fmanganiello@aol.com

Midwest Chapter

Areas Served: lllinois, Indiana, Ohio,
Wisconsin, lowa, Minnesota

Contact: Robert S. Murphy

Searle

Tel: (847) 581-6118

Fax: (847) 581-6553

E-mail: robert.s.murphy@monsanto.com

Mountain States Chapter
Areas Served: Colorado, Wyoming, Utah,

Idaho, Nebraska, Kansas, Oklahoma, Montana

Contact: John M. Elvig
Colorado Quality Assoc., Inc.
Tel: (303) 666-0319

Fax: (303) 926-9006

E-mail: carl10@prodigy.net

New England Chapter

Areas Served: Massachusetts, Connecticut,
Rhode Island, New Hampshire, Vermont, Maine

Contact: Robert A. Pazzano, P.D.
Validation and Training Services
Tel: (508) 870-0007 x140

Fax: (508) 870-0224

E-mail: robert_pazzano@vtsinc.net

Southeast Chapter

Areas Served: North Carolina, South Carolina,
Tennessee, Virginia, Florida, Georgia

Contact: Mary Carver

Eisai, Inc.

Tel: (919) 474-2149

Fax: (919) 941-6934

E-mail: carver@eisai.com

Web site: www.pdase.org

Southern California Chapter
Areas Served: Southern California

Contact: Maria Wagner

International Medication Systems Limited
Tel: (626) 459-5279

Fax: (626) 459-5592

E-mail: mariaw@ims-limited.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: Colin Booth

GlaxoSmithKline

Tel: +44-1-920-883-637

Fax: +44-1-920-882-295

E-mail: ch3883@glaxowellcome.co.uk

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 INIERNATIONAL ASSOCIATION FOR
PHARMACEUTICAL SCIENCE AND TECHNOLOGY

N/

PDA Letter
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Calendar begins on back cover

2002
JANUARY

January 14-18, 2002

PDA-TRI Laboratory Course:

Aseptic Processing Training Program (week 1)
PDA-TRI Baltimore, MD

January 16-18, 2002
PDA-TRI Lake Tahoe Course Series
Hyatt Regency Lake Tahoe Resort & Casino
Incline Village, NV
January 16
A Comprehensive Guide to OOS Regulations
A Practical Guide to Change Control
Calibration in the GMP Setting
Cost Effective Validation
Training for Performance
January 16-18
GMP Training Manager Workshop
January 17
GMP Fundamentals
Strategic and Practical Approaches to Part 11
Compliance
January 17-18
Basic Concepts in Cleaning and Cleaning
Validation
Validation by Design
January 18
Basic Statistical Tools for Quality Assurance
and Manufacturing Personnel
Designing Regulatory Training that Works

FEBRUARY

February 11-15, 2002

Basel 2002: PDA International Congress,
Courses and Exhibition

Adding Value to the Pharmaceutical Industry—
Leveraging the Future

Basel Convention Center, Basel, Switzerland

February 11-15, 2002

PDA-TRI Laboratory Course:

Aseptic Processing Training Program (week 2)
PDA-TRI Baltimore, MD

February 25-27, 2002

Training Workshop

ICH Q7A Good Manufacturing Practice Guidance
for Active Pharmaceutical Ingredients (APls)
The Sutton Place Hotel, Newport Beach, CA

MARCH

March 11-15, 2002
2002 PDA Spring Conference, Courses and
Tabletop Exhibition

Environmental Monitoring and Aseptic Processing:

Reaching a Common Understanding of the
Regulatory and Technical Requirements
Rosen Hotels and Resorts, Orlando, FL

APRIL
April 8-10, 2002
Training Workshop
ICH Q7A Good Manufacturing Practice Guidance
for Active Pharmaceutical Ingredients (APls)
Caribe Hilton, San Juan, Puerto Rico

April 8-12, 2002
PDA-TRI Laboratory Course:
Aseptic Processing Training Program (week 1)

PDA Calendar continued

PDA-TRI Baltimore, MD

April 29-May 1, 2002
PDA lIsolation Technology Conference
Hilton East Brunswick, East Brunswick, NJ

MAY
May 6-10, 2002
PDA-TRI Laboratory Course:
Aseptic Processing Training Program (week 2)
PDA-TRI Baltimore, MD

May 19-22, 2002

PDA/USP Joint Conference on Sterile
Product Manufacturing

Sanibel Harbour Resort, Fort Myers, Florida

JUNE

June 3-5, 2002

PDA-TRI Florida Course Series

The Diplomat Resort Country Club & Spa
Hollywood, FL

AUGUST

August 27-29, 2002

PDA-TRI Vermont Course Series

Sheraton Burlington Hotel & Conference Center,
Burlington, VT

SEPTEMBER

September 9-13, 2002

PDA-TRI Laboratory Course:

Aseptic Processing Training Program (week 1)
PDA-TRI Baltimore, MD

September 23-26, 2002

2002 PDA/FDA Joint Regulatory Conference,
Courses and Tabletop Exhibition

Hyatt Regency on Capitol Hill, Washington, DC

OCTOBER

October 7-11, 2002

PDA 2002 Biennial Training Conference
Charting a Course for Success

Hyatt Regency Tampa, Tampa, FL
October 7-11, 2002

PDA-TRI Laboratory Course:

Aseptic Processing Training Program (week 2)
PDA-TRI Baltimore, MD

October 28-November 1, 2002

PDA-TRI Laboratory Course:

Aseptic Processing Training Program (week 1)
PDA-TRI Baltimore, MD

NOVEMBER

November 18-20, 2002
PDA-TRI Las Vegas Course Series
Alexis Park Resort & Spa, Las Vegas, NV

November 18-22, 2002

PDA-TRI Laboratory Course:

Aseptic Processing Training Program (week 2)
PDA-TRI Baltimore, MD

DECEMBER
December 10-13, 2002

2002 PDA Annual Meeting, Courses and Exhibition

New Orleans Marriott, New Orleans, LA
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Technical & Regulatory Resources Available

For a full
listing of
documents
available,
please contact
PDA or visit
our Web site,

www.pda.ord.

PDA Letter

PDA Books Available

Change Control; C. Reid; 2001; 40 pp; $90

members/$109 nonmembers. This manual pro-
vides a well-organized, practical process for the
management of changes to Information and Control
Systems used in GxP-related operations. Contents
include process definitions for system changes to
databases, operating systems, standard and applica-
tion software, and recommendations for ways to
handle changes in hardware, processes, and the en-
vironment. It provides a complete example of the
change control process, details about planned and
unplanned changes, sample report forms for errors/
changes, change requests, a log of change-related
actions, a log of maintenance actions, recommend-
ed actions in case of changes to the hardware, soft-
ware, or users, and much more. A very valuable
reference. Item No. 17189

Cleaning & Cleaning Validation: A Biotechnolo-

gy Perspective; R. Brunkow et al.; 1995; 190
pp; $125 members/$145 nonmembers.
Item No. 13002

Electronic Records and Electronic Signatures
Compliance Assessment; C. Reid and B. Mul-
lendor; 2001; 50 pp; $90 members/$109 non-
members. Electronic Records and Electronic
Signatures (ERES) provides practical guidance on
the interpretation of 21CFR Part 11 and defines the
steps you need to take to address current and future
compliance issues. This quick guide is designed to
help you identify ERES business benefits, establish
policies, procedures, and processes that ensure
compliance, and define and evaluate system re-
quirements. This excellent resource and reference
also contains invaluable appendices containing ex-
amples of warning letters, a valuable list of records
specifically identified in predicate rules, numerous
examples of electronic records relating to specific
system types, and very extensive sets of ERES as-
sessment questionnaires. This guide is a must-have
for everyone concerned with any aspect of ERES
regulation. Item No. 17177

GMP in Practice: Regulatory Expectations for
the Pharmaceutical Industry; J Vesper; 2001;
224 pp; $100 members/$124.50 nonmembers.
This is a comprehensive, easy-to-use reference, de-
signed to simplify and enhance understanding of
most of the current GMP expectations and how they
apply to ongoing manufacturing tasks.

Item No. 17191

Microbiology for Pharmaceutical Manufactur-
ing; R. Prince, ed.; 2001; 908 pp; $240 mem-
bers/$299 nonmembers. This book systematizes
and updates the technical discipline of pharmaceuti-
cal microbiology. Providing valuable knowledge for
the novice and expert alike, it contains the wisdom
and guidance of 40 leading pharmaceutical microbi-
ologists, engineers, and other thought leaders.

Item No. 17185
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Pocket Code of Federal Regulations GMP Guide
- 2001 Edition; 21 CFR Part 210-CGMP in Manufac-
turing, Processing, Packing, or Holding of Drugs;
general. 21 CFR Part 211; 56 pp; $4 member/$7
nonmember. CGMP for Finished Pharmaceuti-
cals. Reproduced in pocket size by PDA. April 1,
2001. Item No: 13004

Quality Control Systems for the Microbiology

Laboratory: The Key to Successful Inspec-
tions; L. Clontz; 2001; 192 pp; $120 members/
$149 nonmembers. Written by an experienced mi-
crobiologist, this manual contains chapters covering:
current inspection trends; chemical and biological
reference standards; laboratory equipment and facil-
ities; preparation of media, buffers and reagents; en-
vironmental monitoring; water systems for
laboratory use; data trending and statistical process
control; use of disinfectants and sanitizers; training
of laboratory personnel; and the quality assurance
program for the laboratory. ltem No. 17176

The Internal Quality Audit; M. Grimaldi

and J. Gough; 2001; 100 pp; $120 members/
$149 nonmembers. Here is the common-sense
guidance you need to perform an effective, system-
atic internal quality audit. As a quality professional,
you are well aware of the repercussions caused by a
nonconforming product entering the marketplace;
customers may experience adverse effects or worse,
and your company will certainly lose credibility and
profit. This book helps you identify and prevent sys-
temic weaknesses by providing you with the evalua-
tion tools you need to prevent such occurrences.
Contents include: staffing; partnering not policing;
setting a company wide schedule; reporting and as-
sessing; establishing scope and depth; determining
regulations; reviewing documents, previous reports
and records; understanding measurements; creating
the audit plan; keeping notebooks; tips on how to
audit a system or process, observe activities, and
identify nonconformance; auditing batch records,
history files, or other documentation; compiling the
observations; remaining unbiased; preparing the re-
port; writing report guidelines; and formatting and

presenting the audit report. Item No. 17179

Understanding GMP: An Expert’s View on
Merging Global Regulatory and Manufactur-
ing Perspectives; V. Becker; 2001; 224 pp;
$120 members/$149 nonmembers. Now at Mer-
ck, Sharp, and Dohme Ltd., Martyn Becker is an ex-
UK MCA Manager and Senior Medicines Inspector.
In this book, he shares his expertise and perspec-
tives on GMP regulations, legislation, applications
and practical challenges and solutions to applying
GMP to the manufacturing environment. Anyone
concerned with quality and GMP should have this
book on a shelf nearby. Item No. 17174

Part 2—Complying with 21 CFR Part 11, Elec-
tronic Records and Electronic Signatures; 92
pp; $95 members/$180 nonmembers
Item No. 19001



Technical & Requlatory Resources Available

Select PDA

Technical Reports Available

TR 33 Evaluation, Validation and Implemen-
tation of New Microbiological Testing Meth-
ods; This report is intended to provide a general
approach to the introduction of new microbiology
methods in a government-regulated environment.
It is also intended to provide guidance for the suc-
cessful evaluation, validation and implementation
of new microbiological methods needed by the
pharmaceutical, biotechnology and medical device
industries 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.

TR 32 Auditing of Suppliers Providing Com-
puter Products and Services for Regulated
Pharmaceutical Operations; Developed in re-
sponse to an FDA challenge to develop a stan-
dard way to assess the structural integrity of
acquired software, TR 32 was written by the PDA
Supplier Auditing and Qualification Task Group
(SA&Q), which included pharmaceutical compa-
nies, 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 computer 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 Process 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); TR 32. $50 members/$75 non-
members (CD-ROM format) TR32 CD.

Select PDA

Proceedings Available

2001 PDA Good Electronic Records Manage-
ment (GERM) Conference Proceeding, April 2—
6, 2001, Tampa, Florida; 2001, 492 pages.
Price: $150.00 members, $175.00 nonmembers
Item No. 04029

2001 PDA Spring Conference Proceeding Mod-
ern Pharmaceutical Microbiology-Advancing
the Science, March 11-16, 2001 Las Vegas,
Nevada; 2001, 368 pages.

Price: $150.00 member, $175.00 nonmember
Item No. 04030
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TR 31 Validation and Qualification of
Computerized Laboratory Data Acquisi-
tion Systems; Prepared by the PhRMA CS-
VWG and the PDA Computer Related
Systems-Laboratory Systems Task Group, TR
31 provides guidance to lab scientists, techni-
cians and managers responsible for the imple-
mentation, testing, control and usage of
Laboratory Data Acquisition Systems (LDAS)
used within a GMP-, GLP- or GCP-regulated en-
vironment. Addresses computerized LDAS
within a regulated environment; also applicable
to systems critical to the operation of a compa-
ny, department or function, regardless of the
system’s regulatory impact. 1999; 12 pp; $50
members/$75 nonmembers.

TR 29 Points to Consider for Cleaning
Validation; This document provides guidance
relative to the validation of cleaning for a broad
range of processing systems and product types
within the pharmaceutical industry. The report
includes perspectives on the application of
cleaning validation guidance in the areas of fin-
ished pharmaceuticals, bulk pharmaceutical
chemicals, biopharmaceuticals and clinical
products. It is the pharmaceutical companion to
Cleaning and Cleaning Validation: A Biotech-
nology Perspective published by PDA in 1996.
1998; 23 pp; $75 members/$125 nonmem-
bers.

Form onN
Page 44

PDA Archive

on CD-ROM

PDA Archive on CD-ROM - PDA Archive Re-

trieval Index; 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
articles, Technical Reports and Monographs, and
selected Meeting Proceedings are available on
this fully searchable CD-ROM. The archive is up-
dated each year adding six issues of the PDA
Journal, all PDA Technical Reports and Mono-
graphs, and selected PDA Meeting Proceedings.
The archive is a 4-CD set.

Archive; Price: $395 members/$495 non-
members;

Item No: 01101

2000 Update

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

To Order, Use

September 2001



Technical & Regulatory Resources Available

Ordering Documents and Publications from PDA

Use this form to order any of the documents mentioned in the PDA Letter. 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 information. All orders must include payment.

Name Member No.
Company.

Address

City State _ Country Zip/Postal Code
Tel: Fax: E-mail:

Payment type:[] Check drawn on a US bank

[0 Mc [J VISA [0 AMEX

O Wire Transfer Credit Card # Exp.
Mail to: PDA, P.O. Box 79465 N i
Baltimore, MD 21279-0465 USA a an:airzsc;a credit card (please print clearly)
Fax: (301) 986-1093 PP please p Y
Questions? (301) 986-0293 x133 or info@pda.org Signature
Document No. Title Qty. Price Total
Shipping Payment Subtotal

Domestic US orders are shipped via UPS
Ground. Second-day and Next-day Air
service is available. Call or e-mail for prices.

Domestic US Shipping & Handling Rates

Payments must be made in US dollars
by check drawn on a US bank, by
electronic money transfer (SunTrust
Bank ABA #051000020, PDA Account
#209364254, Swift #UVBIUS33), net

Shipping & Handling

5% Tax

If your order totals:  Add: g (MD Residents Only)
$ 15.00 and under $ 5.95 of all bank charges; or credit card.
$ 15.01-$ 75.00 $ 7.95 Federal Tax I.D. #52-1906152
TOTAL
$ 75.01-$150.00 $ 9.95 Please allow 4-6 weeks for delivery on
$150.01-$250.00 $11.95 some items.
$250.01 or more $13.95
International orders (including Puerto Rico
& Canada): Please add 20%, minimum
$18.00, maximum $150.00. Items are sent
priority air, but 2-day service is available for LTR 09/01
some countries; please call for details.
PDA USE:
Date: Check: Amount: Acct:
PDA Letter 44



Biotest

Contract Microbiology
Laboratory e*
: e

Biotest Diagnostics Corporation has a

certified microbiology laboratory available

providing quantitative and qualitative

analysis of your environmental samples.

e Microbial identifications of bacteria,
yeast and mold to genus/species

10 day turnaround time

o “Perfect Score” participant in the EMPAT
Program

e Confidential reports for total plate/strip
counts and cfu/volume of air

e Consultation with expert Microbiologists
on staff

e Free shipping when using Biotest test
slides and strips

APC Plus

Airborne Particle Counter

Convenient, economical and entirely

portable particle counter detects the

presence of airborne contaminants.

Accurately and simultaneously measures

four particle size ranges: 0.3, 0.5, 1.0 and

5.0 um. Can be used to monitor controlled

environments where particulate

contamination is of concern.

e User frigndly control panel

e Programmable count
and hold times

o Meets JIS for counting
efficiency

 Two concentration
modes—

particles/ft3and
particles/liter

e Temperature and RH
Sensors built-in [#

e Easy to use software
included

e Remote and facility
monitoring software available

Laboratory Services

Particle Counting AN Samplmg Rapid Hygiene

HYCON® Contact Slides

Monitoring liquids and ambient air is not
sufficient for most products and processes.
Surface monitoring is a must and is
recommended in HACCP, ISO and USP
guidelines. HYCON® Contact Slides detect
surface viable contamination that may
adversely affect your product or process.

e Flexible self-contained culture-medium-
coated slides ensure surface contact

e Excellent for irregular surfaces

e Provides a 25 cm2 contact surface

e Various agar media available

Biotest HYCON® RCS High Flow Microbial Air Sampler

The RCS High Flow Microbial Air Sampler allows you to monitor contaminants in any
area where reproducible results are necessary. The RCS High Flow monitors air quality—
Faster—the RCS High Flow has an air flow rate of 100 liters per minute, reducing
sampling time to 10 minutes for 1 m®.
Easier—the upgraded infrared remote control with a newly designed keyboard panel and
integrated display transmits and receives data from the instrument up to a distance of 10 m.
Better—the rotor, protection cap, and air direction ring are all detachable, easy to clean
and autoclavable, allowing less margin for contamination when sampling in any environment.
The instrument is portable and precise and with the use of Biotest HYCON® agar media
strips, results are always reproducible. Whether you are monitoring the microbiological
quality of ambient air, testing your air handling equipment, or verifying the results
of decontamination efforts, you'll find the RCS High Flow to be an effective, reliable

sampling device. !

Call us at 800.522.0090 for more information.
Biotest

C€ 9001
\HYCON / BIOTEST DIAGNOSTICS CORPORATION
66 Ford Road, Suite 131, Denville, New Jersey 07834

Phone: 973.625.1300 + 800.522.0090 « Fax: 973.625.9454
www.BiotestUSA.com




PDA Membership ApplicaTion

Return your completed PDA membership application, with payment made to: PDA, P.O. Box 79465, Balti-
more, MD 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

Membership dues are non-refundable and non-transferable.

Last Name
Mr.O Ms.O Dr.O First Name
Job Title
Company
Address

City
Country
Business Phone#

E-mail

State/Province

Zip+4/Postal Code
Fax#

Business Environment (check only one)

a

L Ty A Iy S

(]

Professional Interest (check all that apply)

(]

U 0Jdd o

a

Academic

Consultant

Engineering and Construction
Government Regulatory Agency
Industry Supplier

Medical Device Manufacturing
Pharmaceutical Manufacturing
Pharmacy

Recruiter

Other

Aerosols

Analytical Chemistry
Biologicals
Biotechnology
Computers
Engineering

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

LIy Ay 1 Ay 0y

PAYMENT Individual Membership $150. Please check the appropriate box:

(US Dollars | o cCheck enclosed Charge: @ MC/EuroCard @ VISA 0 AMEX 1 Wire Transfer:

ONl)’) (must be net of all bank
Please note: charges, include member
Contributi ift: name) Instructions:
wong/AL;;ZI;folt);i ’ Account Number EXp. Date —_— SunTrust Bank, ABA
deductible as chari- Name #051000020, PDA

table contributions. (exactly as on card) ACQOUM #209364254,
However, they may Swift#UVBIUS33
be deductible as Signature Date

ordinary and neces-
sary business

expenses. Federal Tax |.D. #52-1906152 LTR 09/01
PDA USE:

Date: Check: Account:

PDA Letter
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WHEN THERE’S NO ROOM FOR ERROR...TRUST KAYE.

Process monitoring has never
been easier.

Wireless design. Advanced data processing.
Wide operational ranges. FDA compliant.
Customized reporting. It all adds up to a
revolutionary wireless process monitoring
and validation system with unprecedented
ease-of-use benefits.

Introducing

ValProbg

T i e T T
'R T -

B T T e

ETERTIIRITTN E

Anotner Innovaton oiie. fmir= i1l

leader i processVallaano/ e IE 2 T
Advanced data pro- e e e =
cessing and reporting Frog o =
provide access to :
your data...now.

Accuracy and flexibility you can
count on...because it’s from Kaye.
The ValProbe system employs a wireless probe
design which eliminates the need for hard-wired
sensors, simplifying access to hostile, remote,
and hard-to-reach environments. Operating from
—60° C to 360° C and 0—75 psi, it's suitable
for a wide range of applications including steam
and EtO sterilization, tunnels, ovens, incubators,
rotating machinery, and conveyors.

Innovation from the leader.

ValProbe’s ability to rapidly process data from
up to 50 sensors saves time and provides quick
access to critical temperature, humidity, and
pressure data. Of course, the ValProbe system
complies with FDA Regulation 21 CFR Part 11,
ensuring that the most stringent requirements
for electronic signatures and records are met.

To request more information

or a demonstration of this
breakthrough process validation
system, call us at

1-800-964-5293

or visit us at www.kayeinstruments.com

* ACCURACY
e COMPLIANCE
e EASE OF USE
e SERVICE

KAYES

ValProbe is a trademark and the Kaye logo is a registered trademark of
Kaye Instruments, Inc. Copyright 2001 Kaye Instruments, Inc.



PDA

AN INTERNATIONAL ASSOCIATION FOR
PHARMACEUTICAL SCIENCE AND TECHNOLOGY

N/

Be sure to watch

www.pda.org
for conference
and course
updates!

Calendar of Events

2001
OCTOBER

October 1-3, 2001
PDA/FDA Viral Clearance Forum
Hyatt Bethesda, Bethesda, Maryland

sold Qut

October 11-12, 2001

PDA-TRI Course: Computer Products Supplier
Auditing Process Model—Auditor Training
PDA-TRI Baltimore, MD

duled:
ResChe
xprit 2002

October 16-18, 2001
PDA-TRI Palm Springs Course Series
Miramonte Resort, Indian Wells, CA
October 16
Drug Labeling Regulation
Training for Performance
October 16-17
Auditing Foreign Active Pharmaceutical
Ingredient (API) Manufacturers
Introduction to Validation
Knowledge & Skills of the Successful QA/QC
Manager in the Pharmaceutical Industry
October 17
GMP Fundamentals
October 17-18
Computer-Related Systems Validation
October 18
Designing Regulatory Training That Works
Root Cause Analysis
Writing and Auditing CGMP Documentation

October 22-24, 2001

Training Workshop

ICH Q7A Good Manufacturing Practice Guidance
for Active Pharmaceutical Ingredients (APls)
The Allerton Crowne Plaza, Chicago, IL

October 22-24, 2001
PDA-TRI Laboratory Course:
Cleaning Validation

PDA-TRI Baltimore, MD

October 25-26, 2001

PDA-TRI Laboratory Course:
Validating a Steam Sterilizer
PDA-TRI Baltimore, MD

NOVEMBER

gold Out

November 7-9, 2001

Training Workshop

ICH Q7A Good Manufacturing Practice Guidance
for Active Pharmaceutical Ingredients (APls)
Hyatt Regency Princeton, Princeton, NJ

November 12-13, 2001

The Extractables Puzzle: Putting the Pieces Together
Resolving Analytical, Material, Regulatory and
Toxicology Issues to Find Solutions

Doubletree Hotel, Rockville, MD

November 12-14, 2001

PDA-TRI Laboratory Course:

Basic Microbiology—Theory & Practice
PDA-TRI Baltimore, MD

November 15-16, 2001

PDA-TRI Course: Computer Products Supplier
Auditing Process Model—Auditor Training
PDA-TRI Baltimore, MD

November 15-16, 2001

PDA-TRI Laboratory Course: An Introduction to
Developing Effective Audit Strategies for CGMP
Cleanrooms

PDA-TRI Baltimore, MD

November 28-29, 2001

PDA-TRI Laboratory Course: Identification of Micro-
organisms Using Comparative DNA Sequencing
PDA-TRI Baltimore, MD

November 30, 2001

PDA-TRI Laboratory Course:
Contamination Control Basics
PDA-TRI Baltimore, MD

DECEMBER

December 3-7, 2001
2001 PDA Annual Meeting, Courses and Exhibition
Compliance: Challenges and Pragmatic Solutions
Marriott Wardman Park, Washington, DC
PDA-TRI Courses:
December 6
Auditing Techniques for CGIMIP Compliance
December 6-7
Advanced Regulatory Compliance Training for
the Supervisor/Manager
Computer-Related Systems Validation
December 7
Change Control and Documentation

so\d out

Calendar continues on page 41





