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PDA has developed the GERM conference to pro-
mote good electronic records management practic-
es. The goal of the conference is to provide a forum
for information exchange based on practical experi-
ences and to build on lessons learned from real life
Part 11-compliance work.
A multi-track format is being offered to address
the following topics:
* Concepts and Practices in GERM
* Diagnosing and Assessing
* Strategies and Approaches
* Hybrid Arrangements
* Record Archival and Retention
* Project Execution
* e-Signatures and e-Records: Global Issues and Le-
gal Considerations
* Authentication
* Outsourcing
Case situations and experiences associated with
determining e-record and e-signature exposures and

sensitivities relative to existing and planned comput-

ing environments will be presented. One track will

focus on examples of strategies to evolve legacy en-
vironments with the goal of minimizing exposures
and threats to operating environments and informa-
tional assets. Another track will highlight creative so-
lutions for linking handwritten signatures on paper
to the corresponding e-records.

Conference highlights include:

* Discussion of design and implementation of e-
record retention environments using current
technologies and hybrid arrangements;

* Case studies of project management experiences,
cost estimating, prioritization techniques, and
business process change management in fulfilling
remediation plans; and

* Studies and analysis of emerging global laws and
court judgments impacting the use of e-records
and e-signature practices in FDA regulated busi-
nesses.

The closing plenary session will feature a presentation on the status of the FDA Part

11 Guidance Document.

Jennifer Thomas, Office of Compliance and Biologics Quality, Center for Biologics Evaluation and Re-
search, Food and Drug Administration, and member of the Part 11 Task Force, will provide updated in-
formation from the FDA. Interactive exhibits and vendor demonstrations will be offered, giving
attendees the hands-on opportunity to experience the latest tools and technologies. Make your plans to
be in Tampa this April for this important technology-focused conference. Visit PDA's Web site at

www.pda.org for additional information. H
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Biotest

Contract Microbiolog
Laboratory 3

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

e 10 day turnaround time

e “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 friendly control panel

e Programmable count
and hold times

e Meets JIS for counting
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e Temperature and RH
sensors built-in

e Easy to use software
included

e Remote and facility
monitoring software available
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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, IS0 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 cm? contact surface

e Various agar media available

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.

Ce o Biotest
N\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
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Executive MessaGe

by Edmund M. Fry

On January 29, PDA leaders met at GlaxoSmith-
Kline in London to continue discussions on how
PDA Europe should be structured to better serve
the 1,900-plus PDA members living and working
in Europe. The working session was chaired by

PDA Europe Planning Session

Joyce Aydlett, Aydlett & Associates, PDA Immediate
Past Chair, and was facilitated by Sarah Jones,
MRDL. Participants included representatives from
PDA’s four European Chapters (Italy Chapter, UK
& Ireland Chapter, Israel Chapter and Europe
Chapter) along with PDA staff.

These discussions will result in
a broad outline for a pan-European
PDA organization that will interact
more effectively with regulatory au-
thorities and the European indus-
try. In the interim, PDA will
continue to support existing Euro-
pean Chapters with international
educational events in Europe,
while the PDA Europe Office, head-
ed by James Lyda, will support
member initiatives in the scientific
and regulatory areas. M

Sarah Jones, MRDL; James Lyda, PDA; Joyce Aydlett, Aydlett & Associates; Colin Booth, GlaxoSmith-
Kline; Karen Ginsbury, PCI Pharm. Consult. Israel Ltd.; Marco Budini, Eli Lilly Italia SpA; Bernard Kronen-

berg, Bakrona Basel; Edmund Fry, PDA; Georg Roessling, Schering AG

Flip Charts fill the
walls at the
GlaxoSmithKline
Conference Room
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NEW: Pharmaceutical Report Writer Tailored to Your Needs

Introducing The Newest In
Temperature Measurement!

* Precision Temperature Measurement S

* Wireless temperature and relative humidity measurement with the smallest, most s e
flexible units on the market. Temperature range —100 to 400°C "

* Real time monitoring and alarming for chambers, freezers and autoclaves

* Liquid and dry calibration baths for thermocouples and wireless loggers

* Automated calibration

*Validated software, compliant with 21 CFR, Part ||
(Electronic Signature)

* Pharmaceutical Report Writer with minimum,
maximum, average at user defined intervals for
parameters and F values

Only Ellab has the total solution for measuring
temperature, pressure and relative humidity
with wireless or real time dataloggers,
automated calibration and reports that meet
your specifications.

W™ ELLAB.Inc 1-888-53-ELLAB

(35522)

For Information On TrackSense Il, E-Val and Our New
Automatic Calibration System, Mail or Fax This Form

Name

Company

Address City State Zip

Phone Fax e-mail

[ ] Please send me information [ ] Please have a sales representative call me

6355 Ward Road, Suite 308, Arvada, CO 80004 * Telephone 888-53-ELLAB (888-533-5522)
Fax 303-975-5630 ¢ e-mail: hh@ellab.com ¢ www.ellab.com




PDA Technical Report No. 72 Updare

PDA

AN INIERNAIIONAL ASSOCIATION FOR
PHARMACEUTICAL SCIENCE AND TECHNOLOGY

N/

TR-32 UPDATE

RC

Audit Repository Center

by Harvey Greenawalt, Audit Repository Center

SAP Joins the
Audit Repository Center

Manufacturers in regulated industries, such as
pharmaceutical manufacturers and medical device
manufacturers, must qualify their software suppli-
ers for materials management and good manufac-
turing processes (GMP). Vendor audits that
examine the supplier’s software development life
cycle are part of this software validation plan.
These audits verify that the software vendor uses
documented quality management procedures
during software development, that it adequately
tests the software before release and that it has
sound support processes in place.

SAP has reinforced its commitment to pharma-
ceutical and medical device companies by provid-
ing additional lower cost support for the vendor

audits and qualifications. For years SAP has fully
supported vendor audits at its development head-
quarters in Walldorf, Germany. Since the first audit
by a pharmaceutical customer in 1993, SAP has
successfully been audited by more than 35 phar-
maceutical and medical device companies. SAP’s
quality management program for www.mySAP.com
development, Horizon (ISO9001 certified), pro-
vides the policies, procedures, specifications and
testing to meet these requirements.

A PDA task force in 1998-1999 developed a
process model and the Audit Repository Center
(ARC) as an economical alternative to costly on-
site audits (with the necessary expenses of travel
and cost of personnel). SAP participated in this
development along with pharmaceutical compa-
nies, other suppliers and the Food and Drug Ad-
ministration. SAP was the first ERP software

Complianc

* Do you have a supplier evaluation
program for computer products?

* How much time do you spend
implementing your program?

* How would you like to have more
time to analyze audit data?

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

* Would you like more confidence in
meeting regulatory expectations
for computer systems?

... If so then you need
PDA Technical Report 32

& Membership in the
Audit Repository Center

610.970.1083 « Fax 610.970.4272
www.auditcenter.com

e S ] e

Services for the Pharmaceutical Industry

PDA

AN ISTIRNATIONAL ASSOCIATION FOR
PRARMACTUTICAL SCHMCT ASD TICHNOLOGY

Audit Repository Center

PDA Letter



supplier to participate in the field test of the PDA’s
process model before official publication of Tech-
nical Report No. 32 in October 1999. Under the
auspices of ARC, independent certified auditors
perform objective audits. The audit reports are
then stored in a central library. Pharmaceutical
and medical device manufacturers can join ARC
and acquire a copy of the audit for their validation
records at a greatly reduced overall cost.

SAP is pleased to announce that it has now be-
come a charter member of the PDA licensed ARC.
SAP, which was the first e-business solution pro-
vider to join, will be audited in the first half of
2001, and the audit report will be stored in the li-
brary. SAP is committed to helping its customers
implement and run their SAP solutions with the
lowest cost of ownership over the system’s entire

PDA Technical Report No. 72 Updare

life cycle. SAP is proud to deliver on this commit-
ment by providing ARC audit reports.

For more information, contact Dr. Joseph S. Car-
darelli, SAP Pharmaceutical Industry Segment Man-
ager at (610) 661-1739 or
joseph.cardarelli@sap.com or Paul Hopkins, Glo-
bal Quality Management at +49 6227 7-60148 or

paul.hopkins@sap.com.
Availability of Audits

Currently ten audits are either available for distri-
bution with another twenty in process or
planned to be completed within the next six
months.

For more information about the audit reposi-
tory visit ARC’s website at www.auditcenter.com

or www.pda.org. M

Table 1.0 provides a summary of the audits that are currently available for distribution from

the repository.

Supplier

Product

Accraply, Inc.

Action Point
Applied Biosystems

Decision Management International, Inc (DMI)
etrials.com, Inc. (Pharmacentric Technologies, Inc.)

Fanuc Robotics North America
First Consulting Group, Inc.
Merant Inc.

Precision Solutions

Qumas, Ltd (Participating Supplier)

Label Applicators, Automatic Labeling Systems, &
Custom Designed and Self Adhesive Material
Application Systems

Input Accel Document Imaging LIMS

SQL*LIMS - Laboratory Information Management
System including the QA Stability & Schedule
Modules

Batch Recipe management System

Electronic Data Capture - EDC
Electronic Patient Diaries - EPD
Electronic Trail Management - ETM

Robotic Controllers & Communications

Custom information based strategy software,
operations improvements, management and
integration services

PVCS Dimensions & PVCS Replicator
Configuration Management Systems

Custom Development, SLE-Capture of check
weight data Custom Software Programming

Qumas-Doc: Electronic Records Document
Management Systems

Upcoming ‘Computer Products Supplier Auditing Process Model: Auditor Training’ courses:

April 5-6, 2001
May 10-11, 2001
May 17-18, 2001
June 6-7, 2001

October 11-12, 2001 ............
November 15-16, 2001 ........

....... Tampa, Florida

Baltimore, Maryland
Stockholm, Sweden
East Brunswick, New Jersey
Baltimore, Maryland
Baltimore, Maryland

For further details, visit www.pda.org.
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QualTech Laboratories, Inc.

QualTech Laboratories is an organization committed to
providing superior quality and technical excellence.

Through effective communication and test management,
we become an extension of those sponsors we
proudly serve.

Compendial Testing
Biological Assays
Statistical Analysis
Toxicology
LAL
Heparin Assay
Anti-factor Xa Activity

Method Validation and Development

For more information or to arrange a visit, contact:

Elizabeth A. Raike, President
Phone: 732-918-0207 Fax: 732-918-6680
104 Green Grove Road Ocean, NJ 07712




USP UPDATE

by Roger Dabbabh, Ph.D.

The March-April 2001 Pharmacopeial Forum’s (PF)
In-Process section contains a list of monographs
proposing to revise the current Packaging and Stor-
age statement as follows: “Preserve in tight, light-
resistant containers AND STORE in a cool place.” A
large number of revisions of existing monographs
are also shown in this PE. It is recommended that
interested parties review these proposed changes
and submit comments since they could become of-
ficial even without significant comment.

Proposals to reintroduce monographs for Suti-
lains and Sutilains Ointment have been made.
They were previously omitted from USP 24-NF 19
because the products are still being produced and
distributed. Also under In-Process Revision are
monographs for Urofollitropin and Urofollitropin
for Injection.

New NF monographs such as Carbomer Copol-
ymer and Carbomer Interpolymer are proposed,
while Ginger Capsules, Goldenseal, Powdered
Goldenseal, Powdered Goldenseal Extract, Pow-
dered Milk Thistle Extract, Milk Thistle Capsules
and Milk Thistle Tablets have also been proposed
as In-Process.

On the basis of comments received, Chapter
<823> Radiopharmaceuticals for Positron Emission
Tomography, compounding modifications have been
made to the proposed revision. This chapter is to be
implemented via the Tenth Interim Announcement
with an official date of June 1, 2001.

A new section on Harmonization has been cre-
ated and includes the following general chapters:

* Chapter <61> Microbiological Examination of
Non-sterile Products: Microbial Enumeration
tests (Stage 4) that require only two enumera-
tion tests, Total Aerobic Microbial Count and
Total Combined Molds and Yeasts Count.

* Chapter <62> Microbiological Examination of
Non-sterile Products: Tests for Specified Micro-
organisms (Stage 4). Test procedures included
but not required for each product are Bile-Tol-
erant Gram-Negative Bacteria, Staphylococcus
aureus, Pseudomonas aeruginosa Burkholderia
cepacia, Salmonella Species, Escherichia coli,
Candida albicans and Clostridium Species.

* Also under Harmonization are Chapter <281>
Residue on Ignition (Stage 5B) and Chapter
<788> Particulate Matter in Injections (Stage 5B).

General Information chapters under Harmoni-
zation include <1047> Biotechnology Derived
Articles-Tests, where the following sections are
proposed: Peptide Mapping, Amino Acids Analy-
sis and Total Protein Assay at the inquiry Stage 4;
Capillary Electrophoresis and Isoelectric Focus
are at the Stage 3 and are appearing for the first
time in PF.

Under Pharmacopeial Previews we have a new
general Chapter <563 >Biological and Chemical
Identification of Articles of Botanical Origin.

A Stimuli article by Jeanne Taborsky and
L.T.Grady on “Multiple-Unit Dietary Supplement
Containers-Water Vapor Permeation in Polyethyl-
ene Terephthalate and High Density Polyethylene
Containers for Solid Oral Dosage Form.” It also
appears that PET containers provide greater pro-
tection than polystyrene containers but less pro-
tection than HDPE containers. M

USP Updare

SCIENTIST

Responsibilities:

e Prepare, justify and review capital expenditure request.

Requirements:

GensiaSicor Pharmaceuticals is a multimillion-
dollar pharmaceutical manufacturer specializing in
sterile-fillinjectable generic and anesthesiology prod-
ucts for the critical care market. We have an immedi-
ate need in Product Development for a Scientist.

e Direct, plan, design and coordinate R&D activities.

o Superviseand coordinate activities and project time
lines of technical personnel.

® Work with cGMP environment.

o \Write technical reports/protocols/patents/proposals
and scientific publications.
 Provide technical expertise to new technologies/formulations.

® Provide consulting service on specialty areas of parental dosage forms.

e M.S. in Pharmacy or equivalent with 8+ years’ experience in academia/industry or
Ph.D. in Pharmaceutical Science with 2+ years' experience in academia/industry.

o Experience in development of various types of parental drug products, i.e. liquids,
semi-solids, suspensions, lyophilized and extended release products.

o Excellent analytical and communication skills, both verbal and written.

* Record of scientific publications.

o Ability to adapt quickly to changes in project timelines and work within team
environments.

® Project management experience preferred.
In return we offer a competitive compensation and benefits package,

including stock options and the opportunity to grow with a dynamic company.
For immediate consideration, please submit resume and salary history to:

human.resources@gensiasicor.com;
H — ™
GensiasSicor

GensiaSicor Pharmaceuticals, 19 Hughes,
Irvine, CA 92618; Fax: (949) 458-8945.
PHARMACEUTICALS

www.gensiasicor.com
EOE M/F/D/V
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RequlaTory News

Address for written

comment to FDA

unless otherwise

indicated:

Dockets Manage-

ment Branch

(HFA-305)

FDA

5630 Fishers Lane,
Rm. 1061

Rockville, MD
20852
PDA Letter

Regulatory Briefs

by William Stoedter, PDA

The National Bioethics Advisory Commis-
sion has recommended that all federally
funded clinical trials performed abroad on
human subjects, must first be approved by
review boards in both the host country and
in the United States. This recommendation
would also require the FDA to reject human
data gathered in foreign countries if the proto-
col had not been approved by the ethics boards
in both countries. The Commission will also be
recommending that there be a requirement that
human subjects participating in clinical trials be
compensated. Some members of the Commis-
sion said that America’s system of Institutional
Review Boards is inadequate in ensuring the
ethical treatment of human subjects and will
have to be improved.

The Commission’s recommendations will be
compiled into a final report and issued in early
March.

CDERLEARN, is the location for the Center
for Drug Evaluation and Research’s educa-
tional seminars, which may be found at
www.fda.gov/CDERLearn. The first seminar,
“New Drug Development in the United States,”
has been developed by pharmacists in the Office
of Training and Communication, CDER. The
seminar’s objective is to familiarize health care
providers with FDA’s mission of assuring that
safe and effective drugs are available to the
American public. The seminar provides an over-
view of the FDA’s role in the new drug develop-
ment process. It discusses various aspects of the
Investigational New Drug Application (NDA) and
the NDA process and includes information on
drug testing in the laboratory and in patients,
the importance of the Prescription Drug User
Fee Act (PDUFA), the FDA Modernization Act
(FDAMA), generic drugs and post-marketing sur-
veillance. Although the seminar was developed
for healthcare providers, it offers an excellent
overview of the drug approval process. A self as-
sessment quiz is available at the conclusion of
the seminar and physicians can receive one Con-
tinuing Education Credit for a score of 80% or
above on the quiz. This seminar can be found on
the Web at www.fda.gov/cder/learn/CDERLearn
default.htm.

In May of 2000, the Office of Generic Drugs
(OGD), stopped notifying ANDA sponsors
when the approved labeling of the Reference
Listed Drug (RLD) changed. Under the Federal
Food, Drug, and Cosmetic Act, an ANDA product
must have the same labeling information as the
RLD. The sponsor of an ANDA is responsible for

10

ensuring that the labeling in its application is the
same as the currently approved labeling of the
RLD. It is recommended that the sponsors of AN-
DAs monitor the OGD Labeling Review Branch
Homepage often as new RLD labeling is added
monthly. The OGD will continue to notify ANDA
applicants for any labeling revision approved for
the RLD that warrants immediate widespread pro-
fessional notification, such as changes connected
to issuing a Dear Doctor Letter or similar signifi-
cant changes. The OGD Labeling Review Branch
Homepage can be found at http:/www.fda.gov

cder/ogd/rld/labeling_review_branch.html.

On January 16, 2001, the FDA issued Standard
Operating Procedures and Policies (SOPP)
8413. Postmarketing Commitment Annual Re-
ports. For many years, the FDA and applicants
have agreed upon the necessity to conduct addi-
tional studies after marketing approval of some
applications to help answer unresolved questions
about the product’s safety. On December 11,
1992, FDA implemented regulations regarding
products granted accelerated approval for which
approval could be withdrawn if the applicant
failed to conduct post marketing studies. FDA had
no regulatory authority for other types of post
marketing commitment (PMC) if the applicant
failed to fulfill its commitment, nor has there been
a requirement to submit reports on the status of
PMCs.

Congress has attempted to address these is-
sues in the FDA Modernization Act (FDAMA) of
1997. Included in FDAMA was section 130 which
added section 5006B to the Food, Drug and Cos-
metic Act (the Act). Section 506B, Reports of
Postmarketing Studies, requires applicants that
have agreed to conduct a post marketing study to
submit annual reports to the Agency on the sta-
tus of the study until it is completed or terminat-
ed. Further, Section 506B requires FDA to
publish annually in the Federal Register informa-
tion on the compliance of the applicants with
this reporting requirement.

In implementing Section 506B, CBER and
CDER developed the revisions to 21 CFR
314.81(b)(2)(vii) (NDA annual reporting re-
quirements) and 21 CFR 601.37 (annual reports
of post marketing pediatric studies for biolog-
ics); and a new regulation (21 CFR 601.70) for
annual progress reports of post marketing stud-
ies for biologics. The proposed rule reflecting
these changes and additions was published in
the Federal Register on December 1, 1999. The
final rule implementing Section 506B was pub-
lished in the Federal Register on October 30,
2000 (65 FR 64607) with an effective date of




February 27, 2001.

Section 506B does not apply to animal drugs or
biologics meeting the definition of a device under
the FD&C Act. Further, the requirements for re-
porting under 21 CFR 601.70 are limited to post
marketing commitments that concern a drug’s
clinical safety, clinical efficacy, clinical pharmacolo-
gy, and non-clinical pharmacology. For the com-
plete text of SOPP 8413 go to http:/www.fda.gov,

cber/regsopp/8413.htm.

On January 18, 2001 in the Federal Register
(Volume 66, Number 12, pages 4688-47006) the
FDA submitted the following proposed rule in
Docket No. 00N-0989. Availability for Public
Disclosure and Submission to FDA for Public
Disclosure of Certain Data and Information re-
lated to Human Gene Therapy or Xenotrans-
plantation.

The FDA is proposing to amend the biologics
licensing regulations regarding confidentiality of
information. The amendments would add provi-
sions that would make available for public disclo-
sure, and require submission for public
disclosure of, certain data and information relat-
ed to human gene therapy or xenotransplanta-
tion. The proposed regulation would apply
specifically to the areas of human gene therapy
and xenotransplantation because these areas of
clinical research have the potential for unique
public health risks and modification of the hu-
man genome. The proposed rule would provide
for public disclosure of certain data and informa-
tion related to an investigational new drug appli-
cation (IND), to provide an opportunity for
public education on, and discussion and consid-
eration of, public health and safety issues. In ad-
dition, the proposed rule would require
sponsors of clinical trials on human gene therapy
or xenotransplantation to submit to FDA for pub-
lic disclosure certain data and information that
has been redacted to remove or obscure all infor-
mation defined as confidential, commercial or a
trade secret, or names and other personal identi-
fiers of patients and certain other third parties.

Guidance for Industry, Changes to an Ap-
proved NDA or ANDA, Questions and Answers
In January of 2001 FDA issued a new guidance
for industry in a question and answer format cov-
ering changes to approved NDAs and ANDAs.
This guidance has been prepared by the Chemis-
try, Manufacturing and Control committee
(CMCQC) in the Center for Drug Evaluation and
Research (CDER) at the FDA. The questions are
those which have been posed to CDER by appli-
cants. The guidance contains 36 questions and
answers covering Reporting Categories, General
Requirements, Manufacturing Sites, the Manufac-
turing Process, Specifications, Packaging and Mis-
cellaneous Changes. The reporting categories in
the Changes to an Approved NDA or ANDA guid-
ance supersede those recommended in SUPAC

guidances where there are inconsistencies.
Therefore, the recommendations in SUPAC-IR
that certain scale changes be submitted in sup-
plements are superseded. Copies of the guid-
ance are available from the Office of Training
and Communications, Division of Communica-
tions Management, Drug Information Branch,
HFD-210, 5600 Fishers Lane, Rockville, MD
20857, Telephone 301-827-4573. The guidance
can be found on the Web at http:/www.fda.gov,

cder/guidance/4163fnl.htm.

CDRH has updated its organization structure.
Their organizational chart, along with telephone
numbers, may be found at: http:/www.fda.gov,
cdrh/organiz.html. The next update is scheduled
for May 2001.

In the Federal Register, February 7, 2001
(Volume 66, Number 26) the FDA announced
the availability of a Compliance Program
(CP) entitled “Inspection of Medical Device
Manufacturers.” The FDA renumbered CP
7382.830 as CP 7382.845 and revised it to re-
flect a change in guidance as to how a Quality
System, Good Manufacturing Practices (QS/
GMP) inspection of a Medical Device Manufac-
turer should be conducted. This revision also
reflects changes that determine when the FDA
may consider a firm to be out of compliance
with the medical device quality system regula-
tion (21 CFR Part 820). The CP is intended to
provide policy and regulatory guidance to FDA's
field and headquarters staff. It also contains in-
formation that may be useful to the regulated
industry. Questions concerning regulatory ac-
tions and all comments should be directed to:
Wes W. Morgenstern, Division of Program Oper-
ations, (HFZ-305), Office of Compliance, Center
for Devices and Radiological Health, FDA, 5600
Fishers Lane, Rockville, MD 20857 (301) 594-
4699, fax (301) 594-4714. For more informa-
tion, visit the Office of Regulatory Affairs’ home
page at http://www.fda.gov/ora.

Guidance for Industry, Statistical Approaches
to Establishing Bioequivalence

This guidance provides recommendations to
sponsors and applicants who intend, either be-
fore or after approval, to use equivalence criteria
in analyzing in vivo or in vitro bioequivalence
(BE) studies for investigational new drug applica-
tions (INDs), new drug applications (NDAs), ab-
breviated new drug applications (ANDAs) and
supplements to these applications. This guidance
discusses three approaches for BE comparisons:
average, population and individual. The guid-
ance focuses on how to use each approach once
a specific approach has been chosen. This guid-
ance replaces a prior FDA guidance entitled Sta-
tistical Procedures for Bioequivalence Studies
Using a Standard Two-Treatment Crossover De-
sign, which was issued in July 1992.
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The purpose of These
rRegulaTtions is To make
available o the FDA Rre-
serVE samples of The Test-
ed products adminisTered
10 study subjecrs.

PDA Letter

Requirements for submitting bioavailability
(BA) and BE data in NDAs, ANDAs, and supple-
ments, the definitions of BA and BE, and the
types of in vivo studies that are appropriate to
measure BA and establish BE are set forth in 21
CFR part 320. This guidance provides recommen-
dations on how to meet provisions of part 320 for
all drug products. For the complete guidance go
to: http:/www.fda.gov/cder/guidance/
3616fnl.htm.

Guidance for Industry, Providing Regulatory
Submissions in Electronic Format, Prescrip-
tion Drug Advertising and Promotional Label-
ing

This is one in a series of guidance documents in-
tended to assist applicants making regulatory sub-
missions in electronic format to the Center for
Drug Evaluation and Research (CDER) and the

continued on page 28

The latest edition of “News Along the Pike” can be found at:
http:/ /www.fda.gov/cder/pike/jan2001.htm.

Retention Samples

by William Stoedter, PDA

On January 12, 2001, the Office of Generic Drugs
posted the following information on the CDER
Web page.
The Division of Scientific Investigations
(DSI) and FDA field investigators conduct
inspections of clinical and analytical sites
that perform bioavailability (BA) and
bioequivalence (BE) testing for drug manu-
facturers seeking approval of a drug prod-
uct. One of the most common findings from
these inspections is the absence of reten-
tion samples by the testing facility where
the study was conducted. The regulations
regarding retention samples of test articles
can be found in 21 CFR
320.38 and 320.63. The fi-
nal rule on these regula-
tions can be found in the
Federal Register Notice,
Vol. 58, No. 80, April 28,
1993.
The purpose of these regu-
lations is to make available
to the FDA reserve samples
of the tested products ad-
ministered to study sub-
jects. The Agency may then
analyze these retention samples to ensure
that the BA/BE results upon which FDA
bases approval of New Drug Applications
(NDA) and Abbreviated New Drug Applica-
tions (ANDAs) are reliable. For an ANDA, re-
serve samples of both the test article and
the reference standard should be retained
at the study site for a period of five years.
The test article means the drug product for
which the applicant is seeking approval.
The reference standard means an approved
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drug product identified by the FDA as the

drug product upon which the applicant re-

lies in seeking approval of its ANDA, usually
the innovator product.

Retention samples should be kept at the

testing facility where the study was conduct-

ed. The study sponsor should provide the
testing facility with a supply of the test arti-

cle and the reference standard sufficient to

complete the study and retain the appropri-

ate number of dosage units as reserve sam-
ples. The study sponsor should not separate
out the samples to be reserved prior to
sending the batches to the testing facility.

The testing facility will randomly select the

reserve samples from the supply sent by the

sponsor. This is to ensure that reserve sam-
ples are in fact representative of the same
batches provided by the study sponsor for

the testing. The testing facility should retain

enough samples to permit FDA to perform

five times all of the release tests required in

the application.

It is important to be aware of this regulation
because the approval of your application depends
on assurance to the FDA that the study was con-
ducted with the appropriate products. The pur-
pose is to eliminate the possibility for sample
substitution by the study sponsor, or to preclude
the sponsor from altering a reserve sample after a
contract research organization completes the
study. In the event that a testing facility is unable
to retain the reserve samples, a third party should
be contracted to retain the samples. It is the re-
sponsibility of the sponsor to comply with the reg-
ulations cited above. The original text can be
found at http:/www.fda.gov/cder/ogd

retention_samples.htm. B




PDA/FDA Workshops on System-Based

Inspections
by William Stoedter, PDA

Joint PDA/FDA workshops on System Based In-
spections were held in New Brunswick, New Jer-
sey, Los Angeles, California, and San Juan, Puerto
Rico. Frederick Blumenschein, Chief, Case Man-
agement and Guidance, Office of Compliance,
CDER, FDA, presented an overview of how the
program was developed and how it is intended to
be implemented, at the New Brunswick and Los
Angeles workshops. The Drug Manufacturing In-
spections Pilot Program was designed to:

* Have a more systematic approach to drug estab-
lishment inspections;

* Increase the focus of the inspection;

e Improve the organization of FDA 483s;

* Improve the organization of the Establishment
Investigation Report (EIR);

* Improve efficiency in processing regulatory ac-
tions; and

* Assure the updating of profile classes (i.e., solid
dosage forms, parenterals etc.).

The pilot program will run from January 1,
2001 to June 30, 2001 in the following six dis-
tricts: Philadelphia, New York, Newark, Los Ange-
les, Dallas and San Juan. At this time, the FDA is
considering implementing this program for for-
eign inspection in July 2001. Any inspection of a
drug company during this period will be per-
formed using the systems approach. When the pi-
lot program is completed, the FDA will evaluate
the results to determine if the systems approach
improved the efficiency of inspections. Blumen-
schein said that there is no timetable for evaluat-
ing the program and could not say when the
evaluation would be complete.

Types of inspections:

* Full inspection option - (the Quality System
plus three other systems). This option will be
used for the initial inspection of a facility, when
a firm has a poor compliance history, when sig-
nificant changes have occurred at the firm (new
technology, equipment, facility, etc.) or as a fol-
low-up to a Warning Letter. This type of inspec-
tion can revert to the abbreviated option with
concurrence of the District.

* Abbreviated inspection option - (the Quality
System plus one other system). This option will
be used for surveillance inspections or to satis-
fy the biennial inspection requirement. The ab-
breviated inspection is expected to be adequate
for routine coverage.

* Compliance inspections - verify correction of
previous deficiencies or a “for cause” inspec-
tion.

The systems involved are:

* The Quality System;

* The Facilities and Equipment System,;

* Materials Systems;
* Production Systems;
* Packaging and Labeling Systems; and
* Laboratory Control Systems.
How a system is covered:

* The inspector will look for written and ap-
proved procedures;

* Resulting documentation from the procedures
will be reviewed;

* Adherence to the written procedures will be
verified;

* The depth of coverage may vary depending
upon inspectional findings; and

* The inspection is not limited to finished prod-
ucts, starting and in-process materials may be
included.

When evaluating the Quality System, the in-
vestigator will determine if the QC unit has ful-
filled their regulatory responsibility such as
annual product reports and investigations. The
data reviewed in the Quality system could be
used to identify quality problems and may lead
to other major systems to be investigated.

Examples of Quality System Deficiencies
would include a pattern of failure to:

* Review and approve procedures;

* Document execution of operations;

* Conduct investigations;

* Assess other systems to assure compliance;
and

* Perform annual product reviews or other func-
tions mandated by 21 CFR.

The Facilities and Equipment System should
cover the construction and maintenance of build-
ings and equipment. Equipment qualifications,
calibrations, maintenance, cleaning, and valida-
tion of the cleaning process would be reviewed.

Examples of Facilities and Equipment Defi-
ciencies would include a pattern of failure to:

e Validate cleaning procedures;

* Document investigations of discrepancies;

* Establish and follow a control system for im-
plementing changes; and

* Qualify equipment, including computers.

In the Materials System, the measures and ac-
tivities to control finished products, compo-
nents, containers and closures would be
reviewed. This would include validation of com-
puterized inventory control processes, drug stor-
age, distribution controls and records.

When reviewing the Production System, the in-
vestigator will examine procedures used to con-
trol the manufacturing functions such as batch
compounding, dosage form production, in-pro-
cess sampling and testing and process validation.
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Measures and activities to control the Packag-
ing and Labeling System will be reviewed. Written
procedures, label exam and usage, label storage
and issuance, packaging and labeling operations
and validation of these operations will be re-

viewed.

In the Laboratory Control System, laboratory
procedures, testing, analytical methodology de-

AtTendees said That The most
sTriking FeaTure of this iNspecTion
sysTem is The fact That if ANy one
sysTem is out of control (i.e., does
NoT meeT The aAbove Test) The FDA

velopment, assay vali-
dation and the
stability program will
be examined.
Examples of labo-
ratory system defi-
ciencies would
include a pattern of
failure to:
* Establish and fol-
low a control system

for implementing changes;
* Document investigations of discrepancies;
* Follow analytical and Out Of Specification

(O0S) procedures;

* Validate analytical methods;
* Establish stability indicating methods; and
* Perform at least one Identity test on raw materials.

PDA Letter
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If any one system is out of control, the firm is
out of control. The FDA feels that operating under
a state of control produces finished drug products
for which there is an adequate level of assurance
of quality, strength, identity and purity. Attendees
said that the most striking feature of this inspec-
tion system is the fact that if any one system is out
of control (i.e., does not meet the above test) the
FDA considers that the firm is out of control. That
status could halt the approval of new products,
prevent the shipment of government orders and
cast doubt over all of the firm’s current products,
and is essentially the equivalent of an injunction.

If evidence is found supporting significant and/
or a trend of deficiencies within a covered system,
a Warning Letter may be issued. The seriousness
and/or frequency of problems will be the basis for
a decision to take regulatory action. The issuance
of a Warning Letter renders all product profiles
unacceptable.

The pilot program can be found at www.fda.gov/
cder/dmpg/index.htm MACROBUTTONHtmIRe-

sAnch or www.fda.gov/cder/dmpq/index.htm. Com-
pliance Program Guidance Manual for FDA Staff,

7356-002-draft: DRUG MANUFACTURING INSPEC-
TIONS (Pilot Program) (1/9/01). W



PDA Membership ApplicaTion

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

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

card information.)

Member
Info

Please type or print
clearly

Member
Profile

Last Name

Mr.O Ms.O Dr.O First Name

Ml

Job Title

Company

Address

State/Province

City

Zip+4/Postal Code

Country

Business Phone#

Fax#

E-mail

Business Environment (check one)
Pharmaceutical Manufacturing
Engineering and Construction
Industry Supplier

Consultant

Government Regulatory Agency
Academic

Medical Device Manufacturer
Pharmacy

Recruiter

Other

Professional Interest (check all that apply)
[ Aerosols
[ Analytical Chemistry
Blow-Fill-Seal
Biologicals
Biotechnology
Calibration
Contract Manufacturing
Computer Validation
Drug/Device Delivery Systems
Formulation Development
Filtration

oo ddddooo

Uoododdooo

GMP Compliance/Inspection Trends
Inspection Trends/Regulatory Affairs
Isolation Technology

Liquids

Lyophilization
Manufacturing/Production
Microbiology/Environmental Monitoring
Maintenance

Ointments

Ophthalmics

Packaging Science

Parenterals

Production & Engineering

Quality Assurance/Quality Control
Research

Solid Dosage Forms

Stability

Sterilization/Aseptic Processing

[ Training

[ Vaccines

[ Validation

[ Visual Inspection of Parenterals

Uoodddoooooddddooo

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

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

Only) (must be net of all bank
Please note: charges, include member
Contributi ift: name) Instructions:
toogg;\i,lgfo?;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

experses Federal Tax I.D. #52-1906152 LTR 03/01
PDA USE:

Date: Check: Amount: Account:

15

March 2001



Regulatory News

PDA Letter

PDA/FDA Conference on Team Biologics,

A Three Year Review

by William Stoedter, PDA

On December 7, 2000, PDA and the FDA held a
joint conference on Team Biologics in Bethesda,
Maryland. The meeting was brought to order by
PDA President Edmund M. Fry, with opening
statements by Frank S. Kohn, Ph.D., Director of
Manufacturing at Wyeth-Lederle Vaccines and Pe-
diatrics, (Conference Co-Chair) and Kathryn
Zoon, Ph.D., Director of CBER, FDA.

Team Biologics, Past, Present
and Future

Deborah Ralston, Director, Office of Regional Op-
erations, Office of Regulatory Affairs (ORA) pre-
sented Team Biologics, Past, Present and Future.
Team Biologics started as a partnership between
CBER and ORA combining the diverse skills and
knowledge of both groups. The focus of Team Bi-
ologics is inspection and compliance. There are
two components of Team Biologics, the blood
cadre concentrating on blood and plasma facili-
ties and the core team concentrating on biophar-
maceutical manufacturers. The blood cadre has
130 ORA Investigators and 20 ORA Compliance
Officers and is responsible for approximately
2500 domestic and foreign blood banks and plas-
ma centers.

The Core Team currently has 14 investigators,
one national expert and two Compliance Officers
responsible for plasma fractionation products, li-
cenced in vitro products, allergenic and biotech
products and vaccines.

The goals of Team Biologics are:

* To assure a comprehensive regulatory posture
among all products;

* Promote uniformity between CBER and the
field on inspections and GMP interpretations;

* Develop and maintain a highly trained work-
force;

* Develop an organized approach to inspections
with clearly defined CBER and ORA roles;

* Design a process for dispute resolution be-
tween CBER and ORA;

* Provide for oversight and assurance of consis-
tent quality;

* Bring about maximum efficiency of operations;
and

* To evaluate new methods of implementing in-
spection and enforcement programs.

Team Biologics, A Three Year
Review

Steven Masiello, Director, Office of Compliance
and Biologics Quality, CBER and Co-chair of the
meeting gave a three year review of Team Biolog-
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ics. The increased focus on GMPs has resulted in
longer inspections, more 483s, more post inspec-
tion meetings and more Warning Letters. Team Bi-
ologics has resulted in the enhancement of
biologics manufacturing through major changes in
management thinking, better training of employ-
ees, increased investment in facilities, an emphasis
on controlling the process and the significant im-
provement of communication between industry
and the agency.

Prior to Team Biologics, inspections of therapeu-
tic companies ranged from 4-5 days with an average
of five and a mean of five days. After Team Biologics,
the inspections ranged from one day to 27 days with
an average of 11 days and a mean of 10 days. For
vaccine companies the pre-Team Biologics inspec-
tions ranged from five to 41 days with an average of
16 days and a mean of 11 days. With Team Biologics
inspections ranged from one to 45 days with an aver-
age of 17 days and a mean of 12 days.

Addressing inspectional outcomes, Mr. Masiello
said that the industry has not yet “turned the cor-
ner” on inspections resulting in official action
from the agency. Warning Letters for non-blood es-
tablishments in fiscal years 1999 and 2000 were
constant at 12 for each year, up from six in 1998.
He also stated that the agency took action when
the firm’s failure to move toward a correction was
documented, when the firm relies on the FDA to
identify problems and where the timeline for cor-
rections is unacceptable.

Industry Experience with
Team Biologics

Kathleen Schady, Ph.D., Vice President, Quality As-

surance, Biologics & Parenterals, Pharmaceutical

Sourcing Group Americas (PSGA), presented the re-

sults of an industry survey on Team Biologics in-

spections. Sixteen (16) companies responded and

eleven (11) have had one or more Team Biologics

inspections. Two companies were monoclonal anti-

body manufacturers, two were vaccine manufactur-

ers, and nine were biotech manufacturers. The

respondents reported seven foreign inspections

and 19 domestic inspections. The areas focused on

during the inspection were (in descending order):

* Deviations and Investigations;

* Process Validation;

* Sterility Assurance, Bioburden Control, Media
Fills;

* Documentation;

* Change Control; and

* Production and Process Control.



The survey indicated that the investigators had
a very high knowledge, understanding and experi-
ence in the following areas:

* GMPs;
* Facilities, Equipment and Utilities; and
* Conducting Inspections.

Respondents stated that they used a variety of
methods to prepare for an inspection and the fol-
lowing are the most common:

* Self Audits, Mock Inspections, Frequent Walk-

Throughs;

* Develop an Inspection Plan and Form an In-
spection Team;
* Review Previous 483s assuring all Issues are

Closed Out;

* Review and Evaluate Similar Firms 483s and

EIRs;

* In-Depth Reviews of Key Documents and Sys-
tems; and

* Prepare an Inspection Manual and Train All
Staff.

There were four instances where the investiga-
tors asked for information that the respondents
felt were “Out of Bounds.”

* Audit Reports;
* Financial Information;
* Information on Products Not Licensed in The

United States; and
* Personal Notebooks.

Conclusion

The following was learned from this survey:

* The Biologics Industry has a way to go to im-
prove overall GMP compliance;

* CBER has made considerable effort to inform
industry of expectations; and

* More communication would be helpful to sup-
port the improvement efforts.

International Briefs
EMEA

The European Agency for the Evaluation of Med-
ical Products (EMEA) has a new Web site which
may be found at http://www.emea.eu.int. For a
time, the old Web site will run parallel with the
new site, however, any content posted after Jan-
uary 3rd will only be accessible on the new site.

CPMP

The Committee for Propriety Medicinal Products
(CPMP) held its 67th plenary meeting on Janu-
ary 23-25, 2001. At the meeting, Dr. Daniel
Brasseur was elected Chairman and Dr. Eric
Abadie was elected Vice-Chairman. Both will
serve three-year terms.

CPMP Working Parties and Ad-
Hoc Groups

The Committee agreed that the current Work-
ing Parties/Ad Hoc Groups Chairpersons will
remain in charge until the February 2001 ple-
nary meeting, at which time new nominations
will take place.

A partial list of documents prepared by the
CPMP Working Parties and Ad-Hoc Groups adopt-
ed during the January 2001 CPMP meeting in-
clude:

Biotechnology Working Party

CPMP/BWP/4310/00, concept paper on the de-

velopment of a CPMP Points To Consider on

stability and traceability requirements for vac-
cine intermediates. Status: Adopted in January

2001.

CPMP/BWP/269/95 rev. 3, Note for guidance

on plasma-derived medicinal products. Sta-

tus: Adopted in January 2001.

Efficacy Working Party

CPMP/EWP/1776/99 draft, Points to consider

on missing data. Status: Released for three

months consultation in January 2001.

The committee adopted a joint CPMP/CVMP
Note for Guidance on Minimizing the risk of
transmitting animal spongiform encephalopa-
thy agents via human and veterinary products.
Following adoption by the CVMP (Committee
for Veterinary Medicinal Products) in February
2001, this Note for Guidance will be pub-
lished on the EMEA Web site.

SIAMED 2000

Speeding up drug regulation in Europe

SIAMED is a Spanish acronym which stands
for Sistema de Informacion Automatizda sobre
Medicamentos or automated information sys-
tems about medicines.

The EMEA and the World Health Organiza-
tion (WHO) are close to completing their mod-
el system for computer-assisted drug
registration (SIAMED 2000). Development of
this system is proceeding rapidly and a fully
operational version will be available by June
2001.

The aim of the joint project is to develop an
upgraded system that enables the EMEA to
track its core processes and retrieve key regis-
tration data, which can be modified for use by
National Regulatory Authorities. Both organiza-
tions are dedicated to making SIAMED 2000
freely available to such authorities worldwide.
The EMEA plans to make the upgraded product
available to its partners within the European
Economic Area (EEA), Central and Eastern Eu-
ropean countries (CEEC) and other European
countries. This will facilitate harmonization of

continued on page 28
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Interest Groups Update

by Russell E. Madsen, PDA

Various PDA Interest Groups (IGs) met at the An- 5.
nual Meeting in Philadelphia last December and 6.

summaries of many of these meetings were pub-

lished in last month’s edition of the PDA Letter. 7.

Visit www.pda.org for more information. Follow-

ing are highlights from the Stability IG meeting. 8.

Stability Interest Group

by Rafik H. Bishara, Ph.D.
Eli Lilly & Co.

Fifty participants attended the third Stability IG

meeting. The group identified 14 technical issues 9.
for future discussion and possible training of the 10.

pharmaceutical industry and the FDA:

1. Matrixing design (Contact Agency for clear 11.

feedback. Document agreement and share

minutes with FDA.);

12.

2. Bracketing (Include extremes. Differentiate

between scientific and business decisions.); 13.
14.

3. Unified storage statement;

4. Stability of biologics and biopharmaceuticals;

Establishment of dating and dating extensions;
Compatibility (extractable: one time testing,
identification test);

Stability of needless presentations (sterility
issues);

Industry/FDA training (frequency, location, de-
sign of curriculum, answer to industry ques-
tions, include real life situations, criteria for
bracketing and matrixing implementation,
studies for post approval changes, breakup
sessions for biologics, biopharmaceuticals, ge-
nerics, others);

Joint FDA Guidance/ICH Q1A training;

WHO conditions (long term studies at 30° C
/60% RH vs. 30° C / 60 % RH);

Global shipping stability studies (Hot to hot,
hot to cold, cold to cold , cold to hot);
What does it mean when MKT goes above
25° C for a week?;

Include FDA field inspectors in training; and
Include some Compliance and GMPs in
training. M

2001 Spring Interest Group Meetings

The following Interest Groups met at the PDA 2001 Spring Conference in Las Vegas, March 11-14,
2001, and will be reported in future editions of the PDA Letter:

Monday, March 12
4:15 p.m.-5:30 p.m.
Contract Manufacturing
Leader: Michael R. Porter,
Eli Lilly & Company
Ophthalmics
Leader: Richard M. Johnson,
Alcon Laboratories, Inc.
Stability
Leader: Rafik H. Bishara, Ph.D.,
Eli Lilly & Company
Vaccines
Leader: Frank S. Kohn, Ph.D.,
Wyeth-Lederle Vaccines & Pediatrics
Tuesday, March 13
4:15 p.m.-5:30 p.m.
Computer Systems
Leader: Michael L. Wyrick,
KMI/Parexel

PDA Letter

Inspection Trends/Regulatory Affairs

Leader: Robert L. Dana,
Bristol-Myers Squibb Co.

Lyophilization

Leader: Edward H. Trappler,
Lyophilization Technology

Quality Assurance/Quality Control
Leader: Don E. Elinski,
Geneva Pharmaceuticals, Inc.
Wednesday, March 14
10:30 a.m.-12:00 p.m.
Biotechnology
Leader: Frank Matarrese,
Chiron Corporation

Filtration

Leader: James D. Wilson

Microbiology/Environmental Monitoring
Leader: Jeanne E. Moldenhauer, Ph.D.,
Vectech Pharmaceutical Consulting, Inc.
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Science and Technology

PDA Responds to FDA's Comments

on TR 28

by Russell E. Madsen, PDA

PDA Technical Report No. 28 was published in October
1998 as a supplement to the PDA Journal of Pharma-
ceutical Science and Technology. It was written by the
Joint PDA/PhRMA Task Force on Sterile Bulk Pharma-
ceutical Chemicals. FDA commented on PDA TR 28 in
February of 1999. Since then the Task Force has been
reviewing the Agency’s comments. Based on recent in-
dustry experience with sterile API contamination
events and contributing factors, the Task Force re-
sponded to FDA's Comments in a letter dated February
12, 2001 to Joseph C. Famulare, Director, Division of
Manufacturing and Product Quality at FDA. The Task
Force believes that FDA may not have completely con-
sidered the effects that this technology will have in the
industry as a whole.

In their letter to FDA, the Task Force targeted issues
which impact the use of process simulation testing for
sterile bulk pharmaceutical chemical manufacture.

As a general rule, closed systems, which have been
demonstrated by scientifically sound testing protocols
to maintain sterility integrity during the period routine-
ly required for manufacture of a production campaign,
need not be further subjected to simulation testing as
long as previously identified process and monitoring
systems and product sterility history remain in control
and within all validation parameters. Further simula-
tion testing, if necessary, is not considered an appropri-
ate activity unless it closely duplicates the actual
manufacturing process (i.e., dissolution, filtration, crys-

tallization, drying, etc.). When simulation testing is

deemed necessary and determined to be feasible, the

following rules should apply:

* Process simulation testing must not increase the
potential for microbial, particulate or other con-
tamination of the process system or the product.
Nutrient growth media should never be used in
bulk systems because of the potential for contami-
nation.

* Process simulations shall be performed only imme-
diately after sterilization and should be followed
by a thorough cleaning of the system.

* Process simulation testing for closed systems
should be replaced by parametric monitoring
once the parameters have been correlated to sys-
tem integrity established during process simula-
tion testing.

* Campaign length and system integrity for closed
systems can be established by conducting process
simulation testing for the full length of the cam-
paign. Once established, system integrity over the
campaign length can be verified by parametric
monitoring once the parameters have been corre-
lated to system integrity established during the
process simulation test.

The letter also listed several items which should be
resolved before the Task Force considers revisions to
TR 28. The full text of that letter is available on the
PDA Web site at www.pda.org. M

See page 43 for a Registration Form

Where will you be on April 5-6, 2001?
If you and your company are facing international supplier, manufacturing, and quality decisions, join PDA for
this special international conference.

Global Pharmaceutical Manufacturing and Quality Strategies

Grand Hotel Timeo
Taormina, Italy
April 5-6, 2001
Sponsored by PDA and the PDA ltaly Chapter

Program Co