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PDA Launches Training Program On
FDA Aseptic Processing Guidance

PDA Project Management Tool Introduced at Forums; Audience
Survey Sheds Light on Cross-Continental Aseptic Practices

Within one month of the publication of the U.S. FDA’ final guidance on asep-
tic processing cGMPs, PDA sponsored a one-day forum on implementation
of the document in Washington, D.C. Two weeks later, the forum was re-
peated in Frankfurt, Germany.

The forum, called Aseptic Processing: The New Guidance, was well received by the
PDA community, with the Washington event drawing over 200 participants
and Frankfurt nearly 100. Participants deemed the conference highly relevant
to their careers and the job functions they perform.

The focus of the forum was on three areas of the guidance: process simula-
tion, environmental monitoring and isolators. (See page 14 for a list of the
speakers.)

The FDA Center for Drug Evaluation and Research (CDER) and Center for
Biologics Evaluation and Research (CBER) supported the conference with
presentations by Richard Friedman, Team Leader, Guidance & Policy, and
Robert Sausville, Supervi-
sory Consumer Safety Officer,
respectively.

A project management tool
developed by a member of
the program committee was
distributed to delegates at both
the Washington and Frankfurt
events. Another highlight was a
survey on aseptic processing
practices which was conducted
at both locations.

What PDA Is About!

PDA President Neal Koller
opened the Washington meet-
ing by crediting the Program
Committee for their hard
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Martin Van Trieste
Bayer Healthcare

continued on page 14




Quality. Consistency. Support.

For Peace of Mind, Specify Texwipe

ITW Texwipe offers superior products for your applications where cleanliness is paramount. Our Six-Sigma Quality Program

and rigorous testing ensure that all of our products are manufactured to the highest quality standards. Our in-line Vectra®
processing technology guarantees wiper consistency lot to lot. The Texwipe team of experts provides global support through

technical audits, training and customer service. Specify ITW Texwipe and purchase peace of mind.

Dry Wipers * Pre-Wetted Wipers ® Swabs e Sterile Products * Stationery * Mops

yTv Texwipe
Quality. Consistency. Support.

North America Europe Asia
Tel 201 327 9100 +45 87 400 220 +65 6468 9433
Fax 201 327 5945 +45 87 400 222 +65 6468 6772
E-mail info@texwipe.com europe@texwipe.com asia@texwipe.com

www.texwipe.com
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Matching the right person to the right job opens the door to success. Let PDA bring
the right people to the table to meet with your company about key positions you
need to fill.

Join us April 4th-5th at the Hyatt Regency, Chicago, IL for the 2005 PDA Annual
Meeting Career Fair.
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President’s Message

You Spoke. We Listened.

The new year promises to be an exciting one for the PDA community, as we intro-
duce several membership enhancements in response to the 2004 Membership Sut-
vey.

First, on behalf of the PDA staff and Board of Directors, I want to acknowledge
and thank all those who took the time to participate in the survey. Participation was
excellent, both in the number and quality of responses.

Neal G. Kolle

. PDA relies on such data to better tailor our technical resources, events and courses
PDA President

to the ever-evolving professional needs of our membership. In fact, we received
great feedback regarding our conferences; and we have made several enhancements
to our 2005 event planning strategy in response.

Most of the survey responses related to PDA events focused on the pricing and content of PDA
conferences.

With regard to pricing, the membership indicated that price increases implemented over the last four to five
years have become an issue. So, we began revamping the conference fees with the 2004 PDA/FDA Joint
Regulatory Conference last September, and the policy will carry into 2005.

Specifically, for PDA’s 2Y2-day key conferences, the price has been reduced, per the member survey, to US$
895 or EU€ 895. For 2'2-day focus meetings, the price has been reduced to US$ 1,050 or EU€ 1,050.
Single-day events held in conjunction with PDA Chapters have been reduced to US$ 200-300 or EU€ 200-
300. We hope this pricing increases the value of PDA Career-long Learning™ conferences and significantly
increases your opportunity to attend.

The changes we have implemented in the way of conference content are based on member input, and are
also aimed at increasing your value and your opportunity to attend. The overriding message in the data was
that PDA needs to provide more focused meetings.

In 2005, we are already heading this advice. For instance, we have scheduled a focus meeting on Viral and
TSE Safety for May in Washington, D.C., and a focus meeting on Extractables/Leachables for May in
Washington, and we are planning a focus meeting on Visual Inspections in October. Moreover, we have
scheduled four focus workshops on implementation strategies for the new aseptic guidance from FDA—
part of PDA’s training program for the aseptic guidance which we launched in 2004 with two focus work-
shops (see cover).

With regard to PDA’s key conferences, specifically the International Congress (in March in Rome) and the
Annual Meeting (in April in Chicago), each features very focused learning tracks. Every track is very specific
to department and job title. So your learning experience will be very close to your job. In fact, for each
event, PDA will also provide specialized Learning Maps, to help you target those sessions of the conference
that best matches your job and area(s) of interest.

In the coming months, I will discuss additional membership enhancements PDA is enacting in response to
the 2004 Membership Survey. The feedback covered a wide range of PDA benefits and services, and the
enhancements will greatly increase the value of membership in our community.

Again, thank you for your participation. Together we will continue to make PDA your Association for the
latest in science and technology. W
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Upoetinge the Sttetcey ol the 21st Centuny,
In Co-Sponsorship with E#MELX and ||)
Weasthingion, 1.0

his three-day international conference, co-sponsored for the first time by

both EMEA and FDA, will provide opportunities for dialog on current May 1646, 2005
guidance, critical issues, and new technology and approaches to viral and and
TSE safety.

The conference will be truly international in scope by bringing together
representatives from both EMEA and FDA with biopharmaceutical
manufacturers, manufacturers of enabling technologies and contract testing
organizations.

By participating in this conference you
will receive the latest information on:

Current and future viral clearance technologies;

Current opinions on the need for standardization in viral clearance studies;
Evaluating and understanding of the robustness of common

clearance steps;

Contamination control, risk assessment and mitigation including
facility-wide decontamination, segregation and inactivation procedures (e.g.
resin and membrane cleaning);

Current issues in TSE safety;

Risk mitigation and control of animal and human derived raw materials
(e.g. trangenics, plasma products, tissue products); and,

Current regulatory perspectives from EMEA, FDA and industry.

This conference will be of value to mid- and senior-level professionals with
specific interest in the viral and TSE safety and evaluation of medicinal
products, including:

0 Pharmaceutical
O Biotechnology

00 Manufacturing Sciences
O Pathogen Safety Groups
O Quality Assurance

[0 Quality Control

O Process Development

O Risk Assessment

O Academia

- r F -
0 Suppliers J ; - =
O Regulatory Authorities o _
0 Regulatory Affairs Professionals | ' :
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To learn more about other PDA
Career-long Learning™ opportunities,

please visit www.pda.org.
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Officers

2005 PDA Board of Directors

PDA is proud to announce the 2005 Board of Directors. PDA members recently elected two
new Directors and reelected two Directors. We congratulate all of them! The election of

Eric Sheinin, PhD, Vice President of Standards Development, USP, reflects the importance of
pharmacopeial matters to the PDA community and the involvement of many members in USP
activities. The election of Laura Thoma, PharmD, Associate Professor and Director of
Parenteral Medications Laboratory, University of Tennessee, reflects the strong ties between PDA
and the academic community. By reelecting Kathleen Greene, Novartis, and Tim Marten,
DPhil, AstraZeneca, the PDA community signalled their appreciation for the hard work and many
contributions of these two outstanding PDA members.

Chair Chairelect Treasurer
NikRi V. Mebringer Richard V. Levy, PhD Georg L. Roessling, PbD
Eli Lilly and Company PAREXEL Consulting Schering AG

Secretary Immediate Past Chair
Stephanie R. Gray Floyd Benjamin
Keystone Pbarma. Inc.




Jennie K H.Allewell
Wyeth Research

Kathleen S. Greene

Novartis
Pharmaceuticals
Corporation

l

Maik W, Jornitz
Sartorius Corporation

Lisa M. Skeens, PhD
Baxter Healthcare

Corporation
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Vince R. Anicetti
Genentech, Inc.

Tim R. Marten, DPbil
AstraZeneca

Jobn G. Shabushnig, PhD
Pfizer Inc.

Laura Thoma, PharmD
University of Tennessee
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Rebecca A. Devine, PhD
Independent Regulatory
Consultant

Yoshibito Hashimoto, MSc
Chiyoda Corporation

Eric Sheinin, PhD
uspr

Anders Vinther, PhD
cMC

Biopharmaceuticals A/S
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Vice President’'s Message
PDA's Pharmaceutical Sci-Tech Discussion

Group: A Resource Not To Be Forgotten

am devoting my Science and Technology column this month to one of the
resources that PDA has provided its members and the pharmaceutical scientific
community at large for almost ten years.

The discussion group was created by PDA to provide a vehicle for the free ex-
change of information in the areas of international pharmaceutical manufacturing,
quality control, process validation and regulatory affairs, emphasizing but not lim-
ited to, sterile products technology. It is open to anybody with an interest in phar-
maceutical science and technology.

George A. Robertson
Vice President, Science
and Technology

The moderators ate either a member of the S&T headquarters staff or a volun-
teer. Currently, my assistant, Christopher Flores, has the task.

As you know, selected topics are presented in the PDA Letter and comprise some very useful and interesting
subjects. This year alone, 20 discussions were published in the PDA Lefter. Among the topics covered were:

m Rationale and methods for the detection of head space vacuum in lyophilized vials
m What constitutes an acceptable “low” bioburden?
m How are plastic bottles depyrogenated during the blow-fill-seal process?

m Significance of the difference between the condenser temperature and the shelf temperature in a
lyophilization apparatus

Validation of the dye-leak test for sealed ampoules

Explanation of the “micron” cut-off rating for hydrophobic (and hydrophilic) filters
Biosafety/contamination concerns with biological indicators

Effectiveness of washing incoming vials/bottles in lieu of a depyrogenation tunnel

Discussion of the (non) use of gamma irradiation with sterile injectables

Are there established limits when setting acceptance criteria for assay parameters such as variance, standard
deviation or coefficient variation

As you can see, the scope of the topics spans most of the landscape of interest to PDA members. It
should be mentioned that the respondents to these questions are not speaking for any regulatory authority
or PDA, and are their own opinions.

One thing I've learned during my first year at PDA is that there is an amazing spirit of camaraderie and
cooperation among the members. There’s very little “I’ve got a secret” when it comes to tackling the nu-
merous challenges that we all face in our profession. The comments, freely given, are more examples of
how PDA continues to pay dividends to its members.

The Sci-Tech Discussion Group can be accessed through the PDA Science and technology homepage
or directly at www.pharmweb.net/pwmirror/pwq/pharmwebq2.html. <

PDA Web Surveys

PDA has recently created Web-based surveys used by its Task Forces to track the latest developments and recent trends in the
industry. Please take the time to fill out one or more surveys on the following topics: Extractables ¢ Pharmaceutical Water ¢
AQL Glass Defects * Terminal Sterilization.

To participate please visit www.pda.org/science/surveys/surveyintro.html

10
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Science & Technology

Recent Sci-Tech Discussions

The following, unedited remarks are taken from the Pharmaceutical Sci-Tech Discussion Group, a PDA-sponsored Online Forum 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: www.pharmweb.net/pwmirror/pwg/pharmwebq2.html.

Insecticide fumigation in
clean rooms

We have the following questions about the
insecticide fumigation in clean rooms for
manufacturing injections. Your prompt
answers or comments will be greatly
appreciated.

Question 1: Is insecticide fumigation for clean
rooms a common practice in US or EU?

Question 2: When do you conduct fumiga-
tion, after the completion of the clean
room construction and before its use,
periodically, or both occasions?

Question 3: Are there any other points to
consider when selecting an insecticide in
addition to the efficacy and the easiness
of removing after fumigation?

Question 4: Which insecticide do you
recommend, phenothrin, phosphoric
compounds or any other insecticide?

Respondent 1
In response to your questions:

Question 1: NO - there is something
very wrong with your facility’s design,
and with your insect control program
if insects ever get into your
cleanroom. Concentrate your efforts
on keeping the insects out of the
building, or restrict them to the perim-
eter areas, do not wait for them to get
into the clean room.

Question 2: In the EU, it is common
to use formaldehyde as an antibacterial
fumigant (typically monthly, or quar-
terly). It is very uncommon to use such
fumigation in the USA.

Question 3: DO NOT USE INSEC-
TICIDES IN A CLEAN ROOM -

END OF DICUSSION!
Question 4: NONE

Respondent 2

What are the reasons that your clean
rooms need insecticide fumigation?
How do insects get in there? The
principles of clean room design and
construction are preventing contami-
nants (insect included) from getting IN
to begin with.

Fumigation contact time

Please let me know about the minimum
contact time for fumigation using formal-
dehyde. Also please tell a reference.

Respondent 1

There are other methods as effective
as formaldehyde. One is using the
Core2Clean systems with Peracetic
Acid and H202 or just H202. These
are portable fogging units. You can
see them at www.sterile.com. There
are also many other methods that in-
clude fixed systems like the Bioquelle.

Formaldehyde may take up to a week
of down time before you can release
the area. And, you need a medical
staff available during the gas time. It is
very dangerous and has been basically
removed from most operations. And
then the issue arises of does such gas
residue make it to product bottles. The
gas time may be 5-7 hours but the
release time is very large. And then,
you have to wipe down all critical sur-
faces. With VHP (H202) you do not
need to wipe down and release time
may be a day. With PA and H202 the
time for release may be a day and
you’ll have limited wipe down.

But then again, why do we need to
fogr Can we not clean the surfaces
manually using a multistep cleaning
regime? While we search for ways to
fog large scale production areas we
forget one thing. IT DOES NOT
CLEAN THE SURFACES. And thus,
we ate forced to clean the surfaces
BEFORE we fog. Normality is
people do this after a shut down.
Why? Because they want a quick fix.
But during shut down things like wall
patching, filter removal/replacement,
and stripping and subsequent sealing
of floors occurs. This represents a
huge level of particulates that if not
removed will soak up the active ingre-
dients in our disinfectants and spori-
cides. That means we have dirtied sut-
faces that will cause future problems
and contamination. Simply, we can’t
just fog and then be done with it. We
need to clean first and then either fog
or spray a sporicidal agent to the sut-
faces for a reasonable wetted time (5
minutes).

I hate to see firms forget the impor-
tance of cleaning and assume fogging
to kill live cells is the only concern we
have.

Respondent 2

I think there are details in the
Pharmweb archive for formaldehyde
gassing dating from 4-5 years ago (if
still available). However, in a few
words, as I remember, the conditions
are something like this, a minimum
exposure time of 4 to 6 h at a concen-
tration between 2g/m’and 4 g/m’
formaldehyde gas. Keep at a tempera-
ture between 20°C and 25°C and rela-
tive humidity between 60% and 80%.
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Somebody please correct me if I re-
membered incorrectly.

All the companies I worked with (in
the EU) have used or do use formal-
dehyde gassing (or equivalent). I have
rarely, if ever heard of it being used in
the US. Art is quite right about alterna-
tives and they may certainly be easier
and safer though not necessatily
cheaper.

Why fog ? That’s a bit subjective per-
haps. Is it comfort factor ? I've used it
as a preventative decontamination step
at end campaign for live biologicals,
particulatly for virus manufacture. Do-
ing it at the start will leave undesirable
residues that you may not find. I
would never use it as a substitute for
cleaning, Art is correct, you always
need to follow up with a full clean
down since depending on the zone
temperature at the end of the gassing
you may get significant deposits to
clean up. The other point to bear in
mind is than formaldehyde is a small
molecule and can easily diffuse every-
where. So even if you tape up your
clean room you can’t assume its air-
tight. Both the tape seals and silicone
joints may leak or you may get induc-
tion through your HVAC ducting and
AHU system. Formaldehyde gas could
end up in lethal concentrations else-
where !

Respondent 3

This is consistent with the literature on
the subject. There are debates about
the exact concentration and humidity
range as one would expect. See J.
Toxicol. Environ. Health 1997 Feb 21:
50(3) 217-63 for this quote “the panel
agreed with pother scientific groups
who have concluded that cancer risk
of formaldehyde is negligible at air-
borne concentrations that do not pro-
duce chronic irritation”. The article is a
bit old but so is all the data. As I recall

PDA Letter « January 2005

the alarming tox studies were done at
too high a concentration to be useful.

Why fog ?In this context it’s important
to remember that fogging works
wherever the droplets land but form-
aldehyde treatment is not by fogging
but by vapor!

Area recovery test of clean
rooms

Can somebody suggest regarding the type/
amount of particulate contamination we
need to generate and the time period of
recovery of area . Does this have a correla-
tion with the room air changes of room.

We used to generate DOP/Edina oil smoke
in the room and test the recovery every 10
minutes afterwards and have a validated
time period of 20 minutes max.

But we have class B clean rooms with
both 40 & 60 air changes /hour, sometimes
more than 100 air changes in some

rooms like gowning etc. But we have
observed not so significant difference in
the recovery period.

Do the members agree with the procedure
we are following in our facility?0f course
we do not have any specifications on the
amount of contaminants. This we do with
our experience.

Respondent 1

I have never encountered “Recovery
Test” in qualifying a clean room. I can
see the COMPLEXITY of setting a
meaningful test involving room size,
quantitative distribution of particles
inside the room, and the dynamic of
clearing the particles, but I cannot see
the UTILITY of such a test, since
clean rooms do not involve in issues
of generating large amount of par-
ticles to be effectively cleared (unless
probably in powder handling rooms).

Respondent 2

What I normally do is set up the par-
ticle counter by an extract duct and
“set off” a smoke pencil in a distant
corner and note the time at which the
counter goes out of limit. If your par-
ticle counter has an audible alarm this
may help. I then remove the smoke
pencil and determine how quickly the
room (at the measurement location)
comes back into specification.

This parameter is particularly useful in
determining changing room clean up
rates which in accordance with EU
GMP only have to meet their spec in
the “At Rest” condition. Obviously
one needs to understand room perfor-
mance in the operational state and the
test as described is ideal. Room recov-
ery rate (I believe) was a requirement
of the old BS 5295 for clean room
classification I do not know if it made
it to the new ISO standard.

Respondent 3

The recovery is tested usually after
dynamic operation at the room and
not when you simulating the particles.
You can use British MCA guideline
that giving exact limits for particles
and recovery time. www.mca.gov.uk
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PDA Interest Groups & Leaders

The following is a list of PDA Interest Groups (IGs). The list below in-
cludes the IG’s name and contact information for each IG’s leader, includ-
ing the leader’s affiliation and his or her e-mail address. More detailed
information on PDA’s Interest Groups and contact information is avail-
able on the PDA Web site at: www.pda.org/science/IGs.html.

Aseptic Processing
Richard Jobnson

Abbott Laboratories

E-mail: richard.m.johnson@abbott.com
Biotechnology
Frank Matarrese

GxP Consulting

E-mail: Frank_matarrese@alamedanet.net
European Branch
Roland Giinther

Novartis

E-mail:

roland.guenther@pharma.novartis.com
Computer Systems
Barbara L. Meserve

Acculogix, Inc.

E-mail: bmeserve@acculogix-usa.com
Drug—Device Delivery Systems
Raymond A. Pritchard

Consultant

E-mail: raypri@comcast.net
European Branch
Alexander Schlicker, PhD

Hoffmann La Roche Ltd

E-mail:Alexandra.schlicker@roche.com
Georgios Imanidis, PbD

Pharmaceutical Technology

E-mail: georgios.imanidis@unibas.ch
Filtration
Jack Cole

Jack Cole Associates

E-mail: jvcole@aol.com
European Branch
Roger Seiler

Sartorius

E-mail:roger.seiler@sartorius.ch

Inspection Trends/Regulatory
Affairs
Robert L. Dana
ElkhornAssociates Inc.
E-mail: elkhornassoc1@aol.com
Isolation Technology
TBD
Lyophilization
Edward H.Trappler
Lyophilization Techology
E-mail: etrappler@lyo-t.com
Microbiology/Environmental
Monitoring
Jeanne E.Moldenbauer, PhD
Vectech Pharma. Consulting
E-mail:
jeannemoldenhauer@yahoo.com
Nanotechnology
D.E Chowdbury
Aphton Corporation
E-mail: fazc@aol.com
Ophthalmics
Chris Danford
Alcon Laboratories Inc.
E-mail: chris.danford@alconlabs.com
Packaging Science
Edward J. Smith, PhD
Wyeth Pharmaceuticals
E-mail: smithej@wyeth.com
Pharmaceutical Water
Theodore H. Meltzer, PhD
Capitola Consulting Co.
E-mail: theodorehmeltzer@hotmail.com

Production and Engineering
Frank Bing

Consultant

E-mail: frankbingjr@aol.com
European Branch
Philippe Gomez

Sartorius SA

E-mail: philippe.gomez@sartorius.com
Quality Assurance/
Quality Control
Don E. Elinski

Eli Lilly & Company

E-mail: elinski@aol.com
Stability
Rafik H. Bishara, PbD

Eli Lilly & Company

E-mail: rthb@lilly.com
Technology Transfer
Volker Eck, PhD

Nerviano Medical Science S.r.1.

E-mail: volker.eck@nervianoms.com
Zdenka Mrvova

Zentiva

E-mail: mrvova@leciva.cz
Training
Thomas WWilkin, EdD

University of New York

E-mail: twilkin@Ccitytech.cuny.edu
Vaccines
Frank S. Kobn, PhD

FSK Associate

E-mail: fsk@lowatelecom.net
Validation
Bobdan M. Ferenc

Qualification Services

E-mail: biferenc@aol.com
Visual Inspection of Parenterals
Jobn G.Shabushnig, PhD

Pfizer Inc.

E-mail:john.g.shabushnig@pfizer.com
European Branch
Markus Lankers, PhD

APSYS GmbH

E-mail: markus.lankers@apsys.de
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PDA Launches Training Program On FDA Aseptic Processing Guidance, from cover

work on short notice to organize the
events. Richard Johnson, Director,
Quality Center of Excellence — Drugs,
Abbott Laboratories and Martin Van
Trieste, Vice President Quality, Bayer
HealthCare, co-chaired the committee
(see sidebar).

Koller emphasized that the forum was
a “perfect example of the PDA Mis-
sion at work and of what PDA is all
about.”

Program planner Van Trieste stressed
that “a core competency of PDA and
its members [is] how to do steriliza-
tion and aseptic processing.”

PDA training on the new FDA aseptic
conference continues this year. In the
tradition of PDA’ training workshop
for the International Conference on
Harmonisation (ICH) quality guideline
on cGMPs for active ingredients
(Q7A), the Association is holding the
Aseptic Processing Guidance: Training
Workshop, in four different locations in
the first half of 2005: San Francisco
(Feb. 17-18), Philadelphia (March 14-
15) and London (May 3-4).

Building on the one-day forums in
Washington and Frankfurt, the 2005
training workshops will have an ex-
panded agenda and cover neatly every
section of the final guidance. FDA will
continue to lend its expertise to the
training effort.

Previewing the workshop at the 2004
forums, Van Trieste explained, “The
two-day conferences next year will go
into a lot more depth about each of
[the] topics covered in the guidance
document.” The limited number of
topics covered in the one-day forum
“was a matter of time. We decided
we needed to do something quickly to
help the membership in terms of how
to interpret the guidance document
and how to move forward.”

Setting the Tone for Implementation

By offering the aseptic guidance
forum on two continents within sixty
days of the document’s publication,
PDA set the tone for how the com-
munity should view the guidance.
Rather than use the forum as time to
rehash issues debated during the guid-
ance development process, the focus
was squarely on strategies for imple-
menting key provisions.

Van Trieste emphasized this philoso-
phy during his discussion of differ-
ences between the original 1987 guide-
line and the 2004 guidance. The pur-
pose of the forum, he stated, is to
“help us interpret” the document.
“The time to debate has passed. The
document is done. This is a conference
on how to implement.”

There is little in the aseptic document
that should surprise or trouble PDA.
Many of the suggestions and com-
ments provided by the Association
and its Aseptic Processing Task Force
throughout the guidance development
process were accepted by FDA.

For example, PDA’s Points to Consider
Jfor Aseptic Processing had a large impact
on the evolution of the guidance. “If
you look at it,” Van Trieste pointed
out, “37 of the issues that PDA talks
about in the points to consider, the
FDA’s guidance document is in har-
mony with them. [The guidance]
doesn’t endorse [the points to con-
sider|. It doesn’t say this is what you
do, but the interpretations of the PDA
said here is how you handle a specific
subject matter is not in disagreement
with what is in the FDA guidance
document.... Five of the PDA points
to consider I would say were partially
in harmony with the FDA guidance.”

FDA did reject one item in the points,
noted Van Trieste. “One was actually

Aseptic Processing: The
New Guidance Program
Committee & Faculty
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Richard Johnson (co-chair)
Abbott Laboratories

Martin VanTrieste (co-chair)
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Wanda Neal Ballard, PDA
George Robertson, PDA
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Martyn Becker

Stephen Bellis
Richard Friedman, CDER, FDA
Richard Johnson
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Terry E. Munson

Martin Van Trieste

Glenn Wright

Robert Sausville, CBER, FDA

Ian Symonds, GlaxoSmithKline



Clean Easily in 50% Less Time

DESIGNED TO ELIMINATE MESSY MOP & BUCKET SYSTEMS

LEAN

Incorporates the ability to use a Quick-
Disconnect Sprayer, Trigger-Activated
Mop and Multi-Direction Fogger from
one source

Provides superior wetting of the surface

Presents a clean solution to the surface
without the need to rinse

Powered by compressed air and ASME
rated to 100 psi

Stainless steel construction can be
completely steam sterilized

UL

": Ll e - =

/ J\F A

il

Available in a 2 and 5 gallon tank sizes
with easy, locking roll caster wheels

il

Compatibility tested with all VAI sterile
chemicals

il

Bottom valve for easy drainage

il

i - Easy-to-read pressure gauge
H_-_' — - - =

e

il

Pressure release valve

-

SUPERIOR PRODUCTS - S‘UI-’ERIOR IDEAS + SUPERIOR SOLUTIONS

VAl (610)-644-8335 o8 ™
Veltek Associates, Inc. WWWStenlecom INNOVATIVE CLEAN ROOM PRODUGTS




16

PDA Letter + January 2005

Richard Johnson
Abbott Laboratories

rejected. ... Talking about environmen-
tal monitoring and incubation tem-
peratures of environmental monitor-
ing samples, PDA scientists believe you
only need one temperature for

Overall, he said, “about 50% of what
PDA thought should be changed in
the guidance document was actually
changed.”

Van Trieste also briefly discussed the
strong contribution the Product Qual-
ity Research Institute made to the
guidance through its working group
on aseptic processing, which was
populated largely by members of
PDA’s Aseptic Processing Task Force.

Implementation Tool Created

Van Trieste created a project manage-
ment tool to facilitate implementation
of the document and generously has
given it to PDA.

Delegates at both the Washington and
Frankfurt events received the project
management tool on CD-ROM.
Attendees at all four of the 2005
workshops will also recieve the
management tool as part of their reg-
istration.

Different Continents, Different Practices?

The survey distributed at both events,
though far from scientific, revealed
some interesting differences in the way
aseptic processing is performed by
firms in Europe and the United States.
Van Trieste summarized the results
following the Frankfurt event and
compared and contrasted the findings.
He intends to present the data
at the four workshhops in

environmental monitoring—
that is sufficient. And the FDA
is recommending two different
temperatures—one for yeast
and molds and one for every-

Delegates at the both the Washington and
Frankfurt events received a CD-ROM with

the project management tool.

2005.

At the Washington forum, 74
out of 197 delegates returned
a completed survey. In Frank-

thing else. That is the big differ-

ence.”

An additional six items in the points to
consider are not addressed in the FDA
guidance, making the points to con-
sider “still the only document out there
that provides guidance on those
issues,” stated Van Trieste. The PDA
points to consider “is a very good
document. Even today it stands the
test of time. So it is a good document
to go to look for how to interpret
certain things in the guidance docu-
ment.”

PDA’s Aseptic Processing Task Force

had similar success with its comments
on the draft version of FDA’s aseptic
guidance, issued in 2003.

“PDA made over a 100 comments to
the agency,” explained Van Trieste. In
39 cases, “FDA accepted our com-
ments and changed the document.
There were 19 of our comments that
the FDA didn’t take...but took alter-
native approaches [to those| originally
written in the draft document, which I
think is a success for PDA.”

The Microsoft Excel spreadsheet will
help firms track how many of the 477
requirements in the document they
comply with and which company
SOPs fulfill a requirement.

For guidance provisions where the
company is not compliant, the spread-
sheet allows easy tracking of actions to
be taken, responsible personnel and
expected dates of completion.

“This is a basic project management
tool that will take every one of the
requirements in the guidance docu-
ment, put it in a spreadsheet, and you
can put in there if you comply or
don’t, if you have an action to do or
not, and use it as a project manage-
ment tool,” explained Van Trieste. In
addition, “if you then look at the re-
quirement or the recommendation
from FDA, it is hyperlinked to the
FDA guidance document and it takes
you to that text in the guidance docu-
ment so you can see it in its entire
context.”

furt, 46 out of 95 delegates
completed the survey. In some cases,
delegates from the same company
collaborated and filled out one survey,
and in other cases, multiple representa-
tives of a company submitted surveys.
For a survey of this type, the response
rate is exceptional and quite diverse.

Van Trieste notes in his summary that
the data provides useful insights to the par-
ticipants so they can compare their firms prac-
tices versus others and into the differences
between U.S. and European participants.

Carol Lampe
Baxter Sterility Assurance
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One of the larger discrepancies be-
tween the European delegates and the
U.S. delegates involved air monitoring
practices in Class A areas: 86% of the
participants in Frankfurt stated they
monitor for non-viable particulates in
Class A areas, whereas 63% of the
participants in Washington monitor for
non-viable particulates.

Another interesting discrepancy was
found regarding disposition of
batches. In Washington, 89% of par-
ticipants disposition batches based on
the investigation results with a micro
count on a critical surface; 69% of the
Frankfurt participants did the same.

In other areas, strong similarities were
found. For example, 33% of the re-
spondents at both the Frankfurt and
Washington forum used isolators for
aseptic filling operations.

Three Important Areas

The forum was designed to cover
three important areas of the guid-
ance: process simulation, environ-
mental monitoring and isolators.

On process simulation, the Wash-
ington event featured presentations
by CDER’s Friedman, Glenn
Wright (Eli Lilly) and Abbott’s
Johnson. In Frankfurt, IVAX’s
Stephen Bellis spoke in place of
Wright.

As part of his presentation, Fried-
man reviewed CDER’s new quality
system guidance, and demonstrated
how the new aseptic guidance fits
into the quality system framework.

Wright provided an overview of the
process simulation section of the guid-
ance. He stressed that firms should
“clearly define” the rationale for the
conditions and activities simulated dut-
ing the media fill. “This is something I
think industry has struggled with for
quite a long time,” he said.

Wright spotlighted a list of “key
points” to be considered included in
the aseptic guidance. “This is a great
list,” he said, “and I think it was very
good for this list to be incorporated in
the guidance because it gives very
good direction on things you are look-
ing for.” The list is not “all-inclusive,”
but provides information on “some
of the more normal lines you’ll see.”

Wright cautioned that “every single line
and filling operation is slightly differ-
ent, so you are really going to have to
think about your own filling line and
other things that you are going to need
to add and things you are going to be
worried about as you go through it.”

Good media fill design is not only a
matter of good science, but also good
business, said Wright. “Media fills are
expensive activities and so from a
business standpoint...you should really
think about the design of how you
execute media fills because you do

want to get the most value” from

them.

Environmental monitoring was ad-
dressed by Friedman, Baxter’s Carol
Lampe and Van Trieste in Washington.
In Frankfurt, Friedman (via video-
tape), Merck’s Martyn Becker and
GSK’s Ian Symonds spoke.

Isolators were addressed by CDER’s
Sausville and PAREXEL’s Terry
Munson at both conferences (Sausville
via videotape).

The aseptic processing forum in Octo-
ber served as the perfect kick-off to
PDAs training program for the FDA
aseptic processing guidance. The pro-
gram continues in 2005 with the four
workshops and the aseptic processing
laboratory course offered by the PDA
Training and Research Institute, which
has been updated to reflect the
guidance.

Walter Morris, PDA
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PDA Calendar of Events for North America

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

February 17-18, 2005

Aseptic Processing Training Workshop
San Francisco, California

March 14-15, 2005

Aseptic Processing Training Workshop
New York, New York

April 28-29, 2005

Aseptic Processing Training Workshop
Chicago, lllinois

April 4-8, 2005

2005 PDA Annual Meeting

Chicago, lllinois

May 16-18, 2005

PDA Viral and TSE Safety Conference
Bethesda, Maryland

May 23-25, 2005

PDA Extractables/Leachables Forum
Bethesda, Maryland

September 11-14, 2005

PDA/FDA Joint Regulatory Conference, Courses and
Exhibition
Washington, DC

Training
Laboratory Training and Lectures are held at the PDA TRI
facility in Baltimore, Md., unless otherwise indicated.

Laboratory Training

January 25-28, 2005

Pharmaceutical and Biopharmaceutical Microbiology 101
February 7-11, 2005

Aseptic Processing Training Program (Week 1)

Week 2: March 14-18

February 24-25, 2005

Environmental Mycology Identification Workshop
March 3-4, 2005

Developing and Validating Cleaning and Disinfection
Programs for Controlled Environments

March 7-9, 2005
Cleaning Validation

March 22-23, 2005
Validating a Steam Sterilizer

April 7-8, 2005

PDA Annual Meeting
Chicago, lllinois

April 18-22, 2005

Aseptic Processing Training Program (Week 1)
Week 2: May 16-20

May 25-27,2005

Cleaning Validation

June 2-3, 2005

Environmental Mycology Identification Workshop

Lectures

February 17-18, 2005

Computer Products Supplier Auditing Process Model:
Auditor Qualification

June 13-14, 2005

Computer Products Supplier Auditing Process Model:
Auditor Qualification

September 26-27, 2005

Computer Products Supplier Auditing Process Model:
Auditor Qualification

Lecture Course Series

March 7-9, 2005
Biopharmaceutical Course Series
San Francisco, California

May 2-4, 2005

Pharmaceutical Course Series
Princeton, New Jersey

November 29-December 2, 2005

Career-long Learning™
New Orleans, Louisiana

April 11, 2005

PDA Canada Chapter
Annual Meeting
Toronto, Ontario, Canada

April 20, 2005
PDA New England Chapter

Genzyme Tour and Networking Dinner
Boston, MA
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PDA Calendar of Events for Europe and India

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

January 24, 2005

PDA EuroForum

PDA and the PDA Prague Chapter presents
Technology Transfer and Contract Manufacturing
Prague, Czech Republic

January 31, 2005

PDA and the PDA Central Europe Chapter presents
Clinical Manufacturing — Sterile Dosage Form
Basel, Switzerland

February 2, 2005

PDA and the PDA UK/Ireland Chapter presents
Biotechnology Conference: Risk, Regulation and Resource
Oxford, United Kingdom

March 1-4, 2005
2005 PDA International Congress,Courses and Exhibition
Rome, ltaly

May 12, 2005

PDA EuroForum

PDA and the and the PDA UK/Ireland Chapter presents
Pharmaceutical Packaging

London, England

June 2, 2005

PDA EuroForum

PDA and the PDA Prague Chapter presents
PAT - Industry, Regulator and Academic
Budapest, Hungary

June 6, 2005

PDA EuroForum,

PDA and the PDA Spain Chapter presents
IVIVC (In Vivo in Vitro Correlation) and

BPC (Biopharmaceutical Classification System)
Barcelona, Spain

June 13, 2005
PDA EuroForum, Risk Analysis
London, England

June 20, 2005

PDA EuroForum

PDA and the PDA Italy Chapter presents
PAT / Rapid Micro TM 33

Milan, Italy

November 3, 2005

PDA EuroForum, Complete Stability Testing for a Successful
Applicaton

Lisbon, Portugal

January 21-22 , 2005

PDA and the PDA India Chapter presents

Common Technical Document (CTD): Learn by Doing
Hyderabad, India

March 18-19

PDA IndiaForum

PDA and the PDA India Chapter presents
IVIVC / BPC

Mumbai, India

May 20-21

PDA IndiaForum

PDA and the PDA India Chapter presents
Risk-based Validation

Goa, India

July 19-20, 2005

PDA IndiaForum

PDA and the PDA India Chapter presents
Q7A Update

Location TBD

September 16-17

PDA IndiaForum

PDA and the PDA India Chapter presents
Certificate of Suitability CEP

Location TBD

November 22-23

PDA IndiaForum

PDA and the PDA India Chapter presents
In-Licensing

Location TBD
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Vice President’'s Message

2004: Banner Year for PDA's Regulatory
Activities
s we begin a new year and as I approach the end of my first year at

PDA, I thought it appropriate to thank a number of people who have
made 2004 a great success for the quality and regulatory department.

The quality and regulatory group at PDA had a banner year in 2004 that can be
directly contributed to its great volunteers. The Regulatory Affairs and Quality
Committee (RAQC) and its task forces worked hard all during 2004 to ensure that
PDA continued its leading role in the application of science-based approach to the
global regulatory scene. Commenting on 15 documents to regulatory authorities was
a great feat; five sets of comments are highlighted in this issue of the PD.A L etter:

m AS/04.066/Rev. 3, WHO Guidelines for Sampling of Pharmaceuticals and Related
Materials: Risk Assessment with Respect to the n, r, p Plans, Task Force Chair: Don
Elinski, Eli Lilly and Company

m FDA White Paper: Defining the Customer in a Regulatory Agency, Task Force Chait:
Cindy Rockel, Millipore

m FDA White Paper: Risk-Based Method for Prioritizing CGMP Inspections of Phar-
maceutical Manufacturing Sites — A Pilot Risk Ranking Model, Marie Breen, Schering
Plough Corporation

m Draft Guidance for Industry and FDA: Good Manufacturing Practices for Combi-
nation Products, Task Force Chair: Michael A. Gross, QLT, Inc.
m Draft Guidance for Industry: Quality Systems Approach to Pbharmaceutical Cur-

rent Good Manufacturing Practice Regulations, Task Force Chairs: Michael Van Der
Werf, Consultant, and Zena G. Kaufman, Pfizer Inc.

Victoria Ann Dedrick
Vice President, Quality and
Regulatory Affairs

I would like especially to thank Suzanne Levesque, Sabex, who was the RAQC Chair when I arrived at
PDA and helped get me off to a great start with the group, and our current Chair, Amy Scott-Billman,
GlaxoSmithKline, for her tireless work, support and great meeting preparation. I have noted task force
chairs and sub-committee chairs above, but I would also like to recognize Steven Bellis, IVAX Pharma-
ceuticals UK, Tim Marten, AstraZeneca, James Lyda, PAREXEL Consulting, and John Towns, Eli Lilly
and Company, who also headed up groups during 2004. Each and every member of the RAQC contrib-
uted during 2004 to ensure PDA’s success.

PDA’s RAQC closely monitored the work of FDA during 2004 as it sought to complete the first phase of
its 21* Century Initiative: A risk-based Approach to Pharmaceutical Good Manufacturing Practices
(cGMPs) and move to phase 2 implementation. The September 20-22 PDA/FDA Joint Regulatory Con-
ference provided PDA with an unprecedented opportunity to work with FDA to roll out their phase two
plans for this landmark regulatory initiative. FDA provided 23 senior staff persons from four centers to
present the next steps to industry at the meeting. Attendance at the conference was over 800 and the Pro-
gram Committee, that included several RAQC and task force members, is to be commended for their ex-
cellent work in designing a landmark meeting for PDA.

I would also like to thank our Chapter members who contributed comments to many documents and wel-
comed me to their meetings. It was a pleasure to meet and work with them, and I look forward to ex-
panding those activities during 2005.

All in all, 2004 was a great year, and we are looking forward to a more successful and productive 2005. W@
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PDA Comments On Five Regulatory Documents

PDA’s 2004 regulatory activities ended in a flurry with the submission of written comments addressing a WHO guidance, two FDA draft

guidances and two FDA white papers. Listed below are the PDA members who sat on the commenting Task Forces, followed by a portion

of each cover letter. Go to www.pda.org/regulatory/regcomments.html for the complete set of comments.

FDA Customer White Paper

Cindy Rockel (Chair), Millipore

David Miner, PhD, Eli Lilly

Michael Van Der Werf, Consultant
Amy Scott-Billman, GlaxoSmithKline
Robert Dana, Elkhorn and Associates
Zena Kaufman, Pfizer

FDA Risk-Based White Paper
Marie Breen (Chair), Schering Plough
Rafiqah Williams, PhD, Eli Lilly
Robert Dana, Elkhorn and Associates
Tony Horton, Mylan

Amy Scott-Billman, GSK

Victoria A. Dedrick, PDA

FDA Combo Products GMP Guidance
Michael Gross (Chair), PhD, QLT
Amy Giertych, Baxter

Doris Conrad, GSK

Michael Porter, Eli Lilly

Tom Hutchinson, Pfizer

Gordon Munro, PhD, Watson
FDA QS Approach Guidance
Zena Kaufman (Co-Chair), Pfizer

Michael Van Der Werf (Co-Chait),
Consultant

Amy Giertych, Baxter

Michael Porter, Eli Lilly

Tom Hutchinson, Pfizer

Gordon Munro, PhD, Watson
Robert Kieffer, PhD, RGK Consulting
Tony Horton, Mylan

Marie Breen, Schering Plough
David Miner, PhD, Eli Lilly

Amy Scott-Billman, GSK

Robert Dana, Elkhorn Associates
Cindy Rockel, Millipore

Michael Anisfeld, Globepharm
Jeffrey Levy, PhD, Eli Lilly

Rafiqah Williams, PhD, Eli Lilly
Doris Conrad, GSK Biologicals
Victoria Dedrick, PDA

Michael Gross, PhD, QLT
Richard Johnson, Abbott

Tim Marten, DPhil, AstraZeneca
Nikki Mehringer, Eli Lilly

Lisa M. Skeens, PhD, Baxter
WHO Sampling Guidance

Don Elinski (Chair), Eli Lilly
David LeBlond, Abbott

Mark Varney, Abbott

Jerry Planchard, Patheon

Russ Madsen, Williamsburg Associates
Wayne Taylor, PhD

Steven Bellis, Ivax

Lynn Torbeck, Torbeck Associates

Janet Stevens, Eli Lilly

Cover Letters ® Note: The complete cover letter and comments are available at www.pda.org/regulatory/regcomments.html.

November 24, 2004

US Food and Drug Administration

Division of Dockets Management (HFA-305)

5630 Fishers Lane, Room 1061
Rockville, MD 20852

Ref.: FDA White Paper: “Defining the Customer in a Regulatory Agency” submitted to Docket #2003N-0059 - Pharmaceutical
cGMPs for the 21st Century: A Risk-Based Approach

PDA is pleased to provide comments on the recently issued white paper: Defining the Customer in a Regulatory Agency. PDA is
an international professional association of more than 10,000 individual member scientists having interest and expertise in
pharmaceutical and biopharmaceutical manufacturing and quality. A committee of interested industry representatives prepared

the comments that follow.

PDA is encouraged and applauds FDA for issuing this white paper presenting a mechanism to define and characterize internal
and external customer relationships. Defining customer relationships is a complex undertaking by FDA and at times can be
“uncomfortable” given the many different roles, responsibilities and relationships FDA has with the identified customer base. We
believe FDA's effort and the ultimate benefit of this white paper will support other FDA initiatives including, but not limited to:

e First and foremost, the use of a “quality system” approach to FDA operations that defines procedures that may guide these
FDA customer relationships going forward.

e International Harmonization

Promotion of the use of scientific principles that clarify and provide a common platform to discuss the execution of FDA's roles
and responsibilities with its variety of customers (i.e. ranging from other governmental agencies to compelled customers).

e Setting the context for dialog regarding the application of risk management principles to assure that safe and efficacious
drugs are available in support of the FDA's public welfare mandate.
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November 24, 2004

US Food and Drug Administration

Division of Dockets Management (HFA-305)
5630 Fishers Lane, Room 1061

Rockville, MD 20852

Ref.: FDA White Paper “Risk-Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites — A Pilot Risk
Ranking Model” submitted to Docket #2003N-0059 - Pharmaceutical cGMPs for the 21st Century: A Risk-Based Approach

Dear Sir/Madam:

PDA is pleased to provide these comments on the White Paper issued September 2004, entitled “Risk-Based Method for
Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites — A Pilot Risk Ranking Model.” PDA is a non-profit
international professional association of more than 10,000 individual member scientists having an interest in the fields of
pharmaceutical, biological and device manufacturing and quality.

PDA is encouraged by the Agency’s efforts to move ahead with this program to aid in the fulfilment of one of the goals of
Pharmaceutical CGMPs for the 21st Century, which is to maximize the Agency’s limited resources while providing the most health
promotion and protection at the least cost for the public. PDA supports the approach and process that the Agency is taking and
agrees this model should be implemented now and modified as improvements are identified. The following list of comments and
conclusions reached by the PDA is provided to the Agency for consideration of inclusion in this program.

Point #1

Risk Filtering and Model Summary

In the section “Risk Filtering and Model Summary” it is stated “FDA does not intend to publish or disclose such details of a site’s
individual score or ranking”. Without a site knowing the factors that were considered in their risk ranking, the site will not have the
benefit of the agency’s analysis in order to focus on those areas representing the highest risk. It is PDA’s opinion a site should not
have to guess if they have been determined to be high risk and what factors put them in that category. Incorrect assumptions could
occur and continuous improvement opportunities might be missed.

November 23, 2004

US Food and Drug Administration

Division of Dockets Management (HFA-305)
5630 Fishers Lane, Room 1061

Rockville, MD 20852

Ref.: “Draft Guidance for Industry and FDA: Current Good Manufacturing Practices for Combination Products,” September 2004
submitted to Docket No. 2004D-0431, OC 2004219

Dear Sir/Madam:

PDA is pleased to provide comments on the FDA Draft Guidance for Industry on Current Good Manufacturing Practices for
Combination Products, issued in September 2004. PDA is a non-profit international professional association of more than 10,000
individual member scientists having an interest in the fields of pharmaceutical, biological and device manufacturing and quality. A
committee of interested industry representatives prepared the comments that follow.

PDA commends FDA's initiative to develop guidance for the application of quality system principles in the development and
manufacture of combination products. We recognize that the diversity of combination product types make it necessary to begin by
addressing fundamental principles in broad terms. We encourage FDA to develop additional and more detailed guidance on
quality topics which, due to their complexity, are not addressed at this point in the evolution of thinking about quality systems for
combination products. Since the initial guidance is of a general nature our comments have been kept to a high level. We have
also included some suggestions indicating where more specific guidance is needed. PDA stands ready to participate in a
process that will provide more detailed guidance in the future.

The following comments are provided for the Agency’s consideration.

Point #1

Introduction (lines 14-30)

In the Introduction and elsewhere in the draft guidance, current Good Manufacturing Practices are described as intended to
ensure that “the product complies with performance standards as appropriate for the marketed combination product.” It is PDA’'s
opinion that the term “performance standards,” should be used cautiously since it has a specific regulatory meaning in the context
of medical devices.
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December 1, 2004

US Food and Drug Administration

Division of Dockets Management (HFA-305)
5630 Fishers Lane, Room 1061

Rockville, MD 20852

REF: Draft Guidance for Industry: Quality Systems Approach to Pharmaceutical Current Good Manufacturing Practice Regulations,
September 2004, submitted to Docket # 2004-22206

Dear Sir or Madam:

PDA is pleased to provide comments on the FDA Draft Guidance for Industry “Quality Systems Approach to Pharmaceutical Current
Good Manufacturing Practice Regulations,” issued in September 2004. PDA is a non-profit international professional association
of more than 10,000 individual member scientists having an interest in the fields of pharmaceutical, biological and device
manufacturing and quality. PDA wishes to thank the Agency for the opportunity to provide comments on this document.

We believe this guidance provides industry a significant impetus to change their manufacturing philosophy from a reactive post-
manufacturing quality testing regimen into one directed toward a manufacturing operation based on science and technology, with
quality designed into the process and product. It is important for both industry and the Agency to have flexibility when applying this
guidance irrespective of the size of the firm. As PDA is a member-based organization, this is an important consideration, since its
members can be employed at large, medium and small manufacturing firms.

Please find detailed comments in the attached spreadsheet (Appendix A) and suggested revisions to Section Il F (Appendix B). In
addition, PDA would like to offer the following general comments:

Point #1: Globalization (reference lines 94 to 97)
PDA applauds FDA in its support of efforts to harmonize quality systems approaches to drug manufacture across the globe. PDA
looks forward to participating in the effort through the pre-established mechanisms for global harmonization.

September 28, 2004

Dr. Sabine Kopp

Quality Assurance & Safety: Medicines (QSM)
World Health Organization

Avenue Appia

CH-1211 Geneva 27, Switzerland

Re: AS/04.066/Rev.3, WHO Guideline for Sampling of Pharmaceuticals and Related Materials: Risk assessment with
respect to the n, r, p plans.

Dear Dr. Kopp:

PDA is pleased to respond to your request of 30 July 2004 for a risk assessment with respect to the proposed n, r, and p
sampling plans in the above referenced document. PDA is an international professional association of more than 10,000
individual member scientists having an interest in the fields of pharmaceutical and biopharmaceutical manufacturing and
quality. This risk assessment was prepared by a committee that included recognized experts in statistics and the practice
of pharmaceutical acceptance sampling.

Risk #1: No defined acceptance criteria or associated decision risk levels.

Appendix 1 in the guidance document properly defines a sampling plan as including acceptance criteria. It then provides
the n, rand p sampling plans but these do not include acceptance criteria. All 3 plans indicate a vague requirement that
results be “concordant” with respect to identity; but it is not clear that users would agree on the meaning of “concordant.” If
the n, rand p procedures are really sampling plans, clear and specific acceptance criteria must be given.
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Christopher Joneckis, PhD, Center for Biologics Evaluation and Research, U.S. FDA

Quality & Regulatory Affairs

for a complete agenda.

Christopher Joneckis, PhD, is a Senior Advisor for CMC Issues at CBER. He has agreed to periodically provide up-
dates of CBER activities most related to PDA member interests in future issues of the PDA Letter. Dr. Joneckis has spo-
ken at many PDA events, most recently at the 2004 PDA/FDA Joint Regulatory Conference in September. He will be
speaking at the PDA International Congtess: Bringing Practicality To Science, March 1-4. Please visit www.pda.otg/rome2005

As part of its mission, CBER partici-
pates in broad FDA efforts and devel-
ops approaches on manufacturing and
chemistry, manufacturing and controls
(CMC) issues in order to facilitate de-
velopment of new products, and im-
provements to existing products.

CBER actively participated in the
Pharmaceutical cGMP for the 21*
Century initiative, which explored
pharmaceutical quality from a review
and inspection perspective, and yielded
a significant number of announced
initiatives. Some of theses new initia-
tives do not impact CBER, largely
because there were similar practices
and systems already in effect. For ex-
ample, the newly formed Pharmaceu-
tical Inspectorate for the Center for
Drug Evaluation and Research
(CDER) and the Center for Veterinary
Medicine adopts many of the prin-
ciples of CBER and the Office of
Regulatory Affair’s Team Biologics
program, including participation of
product specialists during inspections.

CBER has lived with technological
change and continues to encourage
manufacturing and testing innovation
and improvement, including imple-
mentation of Process Analytical Tech-
nologies (PAT), through its
longstanding, integrated system of
review and inspection. For example,

CBER has been evaluating rapid mi-
crobial methods that are critical for
testing many cellular products, and
recently (August 2003 and February
2004) approved a rapid microbial
method for use with two cellular
products. CBER will participate as an
observer on the FDA PAT group to
facilitate information sharing on ap-
proaches and technical issues. Lessons
learned from the Team Biologics pro-
gram, particularly the more recent in-
clusion of Quality Systems, will be
used by the PAT Team and the Phar-
maceutical Inspectorate.

We also recognized that advances in
manufacturing and testing technologies
when applied effectively could provide
appropriate assurance of product
quality and safety when manufacturing
products using spore-forming micro-
organisms. A revision to the existing
regulation [21 CFR 600.11(e)(3)] pro-
vides for alternatives from the sepa-
rate, dedicated facility approach. This
will allow increased flexibility for
manufacturers using spore-forming
microorganisms in production (Federal
Register, vol. 68, n0.249, pg. 75116 (ef-
fective June 1, 2004).

In October, CBER held two public
workshops that included discussion on
manufacturing and CMC issues. CBER
with CDER, co-sponsored a public

workshop “Specifications for Biologi-
cal and Biotechnological Products”
that explored the scientific and statisti-
cal basis for establishing and refining
specifications, including the impact of
manufacturing capability. A public
workshop on the FDA Critical Path
Initiative for CBER products was also
held, and we received many useful
suggestions from stakeholders. We
encourage submitting additional sug-
gestions to the docket [2004-N-181].

The Good Tissue Practice (GTP)
regulations that govern the methods,
facilities and controls used fot; the
manufacture of human cell, tissue, and
cellular and tissue-based products
(HCT/Ps) were finalized in Novem-
ber. These risk-based regulations are
aimed at preventing the introduction,
transmission, and spread of commu-
nicable diseases by HCT/Ps, by reduc-
ing the risk that the HCT/Ps transmit
communicable disease agents. Together
with the establishment registration rule,
which is already in effect, the Donor
Eligibility and GTP regulations be-
come effective for HCT/Ps recovered
on and after May 25, 2005.

The CBER Web site (www.fda.gov/
cber) has additional details on these
and other important activities. e
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Delegates Call For Repeat of Prefilled Syringe Conference

Prefilled Syringes Conference Confirms Technology An Innovative and Thriving Field

Guy Furness, Contributing Writer

PDA and its Central Europe Chapter
held a hugely successful conference,
entitled “T'he Universe of Prefilled Sy-
ringes,” in Hanover, Germany, Oct. 18-
19. The popularity of the event, to-
gether with the positive content of the
presentations and a buoyant atmo-
sphere both within and outside the
meeting hall, confirmed that prefilled
syringe manufacture remains an inno-
vative and thriving field.

“The aim of the PDA is to provide a
framework that members can use to
enable them to communicate, interact
and bring ideas into being. We are
therefore happy that this conference,
which was conceived and led by
members, has been so well received.
We can now look forward to planning
further PDA events,” commented
Georg Roessling, PhD, PDA board
member and Head of CMC Technol-
ogy and Drug Delivery Systems at
Schering AG, who opened the confer-
ence and welcomed attendees.

Twenty-two speakers from across the
spectrum of companies and organiza-
tions involved in the field, including
manufacturers of prefilled syringes

Gerhard Mayer

A panel of speakers (from left to right): Graham Crowther, Marc Belien, Laurant Caburet and

and syringe components, contract fill-
ers, equipment manufacturers and in-
ternational regulatory authorities, pre-
sented to a packed meeting room.
Over 120 people from across the
globe were present at the event—sig-
nificantly exceeding original attendance
expectations.

“The high interest in the conference
confirmed that the success story of
the prefilled syringe has just started.
There is an abundance of innovations
around the prefilled syringe—this ex-
citing tool responds to many needs of
the pharmaceutical industry like prod-
uct differentiation and easy processing
and registration,” said Mathias
Romacker, Director of Business De-
velopment, Buender Glas GmbH. The
prefilled syringe manufacturer invited a
party of delegates on a post-confer-
ence visit of its prefilled syringe pro-
duction facility in the nearby town of
Binde, Germany.

Of note was the abundance of new
ideas coming out of companies opet-
ating in the prefilled syringe space.
Among the innovations discussed
were advanced treatments for glass

Delegates want more conferences on prefilled
syringes

syringes and rubber closures, which
decrease interactions between the de-
vice components and the drug formu-
lation contained within and increase
stability, as well as reducing friction
between the components, making ad-
ministration easier and reducing the
risk of sticking.

Other new technologies and processes
discussed included: novel needle-tip
designs for painless injection; enhanced
sterile filling processes and equipment,
which increases productivity while de-
creasing the risk of contamination;
novel labelling technologies including
peel-off label sections that can be in-
serted directly in to patient records;
and entirely new device concepts for
safety syringes that eliminate the risk
of sharps injury.

This two-day conference was the first
on this topic that the PDA had orga-
nized, but delegates and speakers have
called for a repeat of the event on an
annual basis.

For more information about this
meeting (including how to obtain a
copy of the proceedings) or to be
kept informed about future PDA con-
ferences, please contact PDA or visit
www.pda.org. g
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Aseptic Processing

Points to Consider for Aseptic Processing, Supplement Volume 57 Issue 2
(2003) 72 pages. Member: US$ 75, Nonmember: US$ 270 — Item 03004

Current Practices in the Validation of Aseptic Processing — 2001, Technical Report No. 36
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Editor: Richard Prince
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Pharmaceutical Quality
Editor: Richard Prince
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The Essence of GMPs: A Concise Practitioner’s Guide
Author: U.G. Barad
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GMP in Practice: Regulatory Expectations For The Pharmaceutical Industry Third Edition
Author: James Vesper
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Understanding GMP: A Practical Guide
Author: Martyn Becker
(2001) 237 pages. ISBN: 1-930114-22-2. Member: US$ 170, Nonmember: US$ 209 — ltem 17174

The Japanese GMP Regulations 2003
(2003) Paperback, 181 pages. Member: US$ 195, Nonmember: US$ 250 — ltem 12002
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Pocket Code of Federal Regulations GMP Guide — 2003 Edition
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ICH Good Manufacturing Practice Guide for Active Pharmaceutical Ingredients
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Training Video:

Validating Cleaning (Tutorial N)
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Auditing of Suppliers Providing Computer Products and Services for Regulated Pharmaceutical
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France Chapter Presents Bio/Pharmaceutical Manufacturing

Conference
Kelly Coates, PDA

PDA together with the PDA France
Chapter presented an oustanding con-
ference, entitled New Success
Factors for Bio/Pharmaceutical
Manufacturing in Europe, on
December 6-7, 2004 in Paris, France.
This event provided two days of in-

depth discussions and practical insights

on regulatory compliance and imple-
mentation challenges for European
manufacturers.

The efforts of the France Chapter
resulted in an impressive event. The
speakers presented a diverse body of

knowledge that attendees could imme-
diately implement in their careers.

Session topics covered:

* GMP for Active Substances and
Excipients — Revision Directive

EC/2001/83 (2003/84)

* Quality Systems & Risk-Based
Inspections

* Risk Management

*The Role of the Qualified Person
in Europe

e Parametric Release

* FDA Aseptic Processing Guideline

Featured speakers included:

* Emer Cooke, EMEA, Head
Inspection Sector, London, UK

* Joyce Ramsbotham, Solvay, The
Netherlands

* Jacques Morénas, Director
Adjoint, International Affairs,
AFSSAPS, Saint-Denis, France

e Ian Thrussell, Inspector, Medi-
cines Inspectorate, MHRA, UK

Congratulations to the France Chapter
for planning this excellent event!

PDA Letter Deviation Report

In the rush to launch the new look for the
PDA 1 etter, a few mistakes were made in
the November-December issue. First off,
PDA Director John Shabushnig, PhD,

Pfizer, was mistakenly omitted from the list

of the 2005 Board of Directors on page 7.
On the same list, Eric Sheinin’s name was

erroneously spelled, Sheinen. The caption
for the photo on page 19 mistakenly identi-
fies Louise Henry (standing, right), Vertex
Pharmaceuticals, as PDA Board member
Kathleen Greene.

PDA apologizes for the errors and any in-

convenience caused by them.

The PDA Letter is published monthly by
PDA, exclusively for PDA members.
Subscriptions are not available. Articles
in the PDA Letter may be reproduced
with permission—contact the PDA
Letter Editor for details. © PDA 2004
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Chapters Contacts

The following is a list of the PDA Chapters, organized by the area of the

world they are located. Included are the Chapter name, the area(s) served,
the Chapter contact person and their e-mail address. Where applicable, the

Chapter’s Web site is listed. More information on PDA Chapters is avail-
able at www.pda.org/chapters/index.html.

Asia Pacific

Australia Chapter

Contact: Ken Dibble

E-mail: ken_dibble@millipore.com

India Chapter

Contact: Darshan Makhey, PhD
E-mail:
dmakhey@anicholaspiramal.co.in

Japan Chapter

Contact: Yoshiaki Hara

E-mail: yoshiaki.hara@sartorius.com
Web site: www.j-pda.jp

Korea Chapter
Contact: Jun Yeon Park
E-mail: jun_yeon_park@pall.com

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

Taiwan Chapter

Contact: Tuan-Tuan Su

E-mail: pdatc@ms17.hinet.net
Web site: www.pdatc.org.tw

Europe

Central Europe Chapter

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

France Chapter

Contact: Philippe Gomez
E-mail:
philippe.gomez@sartotius.com

Italy Chapter

Contact: Vincenzo Baselli

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

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

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

United Kingdom and Ireland
Chapter

Contact: John Moys

E-mail: john.moys@sattorius.com

Middle East

Israel Chapter

Contact: Karen S. Ginsbury
E-mail: kstaylor@netvision.net.il

North America

Canada Chapter

Contact: Hein Wick

E-mail: hwick@hwmt.ca
Web site: www.pdacanada.org

Capital Area Chapter

Areas Served: MD, DC, VA, WV
Contact: Barry A. Friedman, PhD
E-mail:
barry.friedman@cambrex.com

Web site: www.pdacapitalchapter.org

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

Metro Chapter

Areas Served: NJ, NY

Contact: Nate Manco

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

Midwest Chapter

Areas Served: 1L, IN, OH, W1, IA,
MN

Contact: Amy Gotham

E-mail: pda-midwest@comecast.net

Mountain States Chapter

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

Contact: Jeff Beste

E-mail: cmdjeff@aol.com

Web site: www.mspda.org

New England Chapter

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

Contact: Myron Dittmer

E-mail: mdittmer@hyaluron.com

Puerto Rico Chapter
Contact: Silma Bladuell
E-mail: bladues@wyeth.com

Southeast Chapter

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

Contact: Lisa Eklund

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

Southern California Chapter
Areas Served: Southern California
Contact: Kikoo Tejwani

E-mail: kikoo.tejwani@bbrawn.com
Web site: www.pdasc.org

West Coast Chapter

Areas Served: Northern California
Contact: Randall Tedder

E-mail: randall@iconnova.com
Web site: www.istep.com/~randallt/
wcepda
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PDA

AN INTERNATIONAL ASSOCIATION FOR
PHARMACEUTICAL SCIENCE AND TECHNOLOGY

Under terms of the secondary membership agreement between PDA, the Parenteral Society (PS) and the Nordic Association
for Contamination Control (R®-Nordic), PDA members may “add on” membership to either association for a nominal fee. This
secondary membership feature entitles PDA members to receive full Parenteral Society and R®-Nordic membership benefits.
The membership will begin January 2005 for a 12-month period*.

Here is how it works: 1) use this page or a photocopy, 2) fill in the requested information, 3) attach a check in US dollars,
drawn on a US bank, net of all bank charges, for US$ 150 (Parenteral Society), US$ 50 (R®-Nordic), or complete the credit card
information and 4) mail or fax to PDA. Parenteral Society secondary membership forms must be received by January 31,
2005. Applications for R*-Nordic will be accepted year round.

PDA will forward all secondary membership applications directly to the Parenteral Society administrative offices in England,
or directly to the R*-Nordic administrative offices in Sweden. Under the terms of the agreement, this application must be
renewed each year. If you have any questions, please contact Kelly Coates at PDA, +1 (301) 656-5900, ext. 149.

*Full Parenteral Society membership benefits (excluding voting rights) include the quarterly newsletter, discounts on meeting registration and
publications, membership directory, and the Society’s quarterly European Journal of Parenteral Sciences.

*Full R®-Nordic membership benefits include the quarterly journal RENLIGHETs—Teknik, membership directory, and discounts for training and
meetings. Some materials are printed in Swedish.

PDA Member Information
Check applicable box for PS or R3-Nordic. Please type or print clearly.

1 Parenteral Society: US$ 150°° (1 R3-Nordic: US$ 50

PDA Membership #

Last Name First Name Middle Initial

Degree/Credential

Job Title

Company

Address

City State/Province Zip+4/Postal Code

Country

Business Phone# Fax#

E-mail

Payment (US Dollars Only)

Membership dues are non-refundable and non-transferable. Contributions or gifts to PDA are not tax-deductible as charitable contributions. However, they may be
deductible as ordinary and necessary business expenses.
Please check the appropriate box:

(1 Check enclosed [ MC/EuroCard 1 VISA [ AMEX [ Diner's Club

Account No. Verification No. Exp. Date
(Last 3-dligits on back of credit card)

Name

Signature

(Exactly as on card)

Return your completed PDA secondary membership application, with payment made to: PDA, P.0. Box 79465 Baltimore, MD 21279-0465 USA
or fax to: (301) 986-1093. (If form is faxed, it must include necessary credit card information.)
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Programs & Meetings

2005 PDA International Congress: Bringing Practicality To Science

Paul McKellips, PDA

The “eternal city” of Rome, Italy
serves as the backdrop for this year’s
PDA International Congress, Courses
and Exhibition—a three day exchange
of solutions to meet regulatory com-
pliance in a changing, global market.

This year’s International Congress
features:

3 Specialized Learning Tracks:
* Quality & Regulatory
* Manufacturing & Engineering
* Research & Development

10 Presentations on Emerging Tech-
nologies and Manufacturing Inno-
vations in:

* Aseptic Processing

* Biological Safety

¢ Cleaning Validation

15 Presentations on Regulatory Com-
pliance:

* Avoid OOS

* Post-approval Changes

* CAPA

6 Updates from International
Regulatory Authorities
* CBER & the Critical Path
* EU Clinical Trials Directive
¢ FDA cGMP Clinical Trials

9 Presentations on Risk Management
* Case Study: Aseptic Processes
e ICH Q8 & Q9
* Case Study: Sterilization

9 Presentations on Regulatory
Quality Inititiatves
e ICH Q10
* Case Study: QS Risk Analysis
* FDA 21st Century cGMPs
e EU 2004/2005 QS Initiatives

8 Presentations on Aseptic
Processing Technologies
* Closed Vial Filling
* Case Study: Disposal Systems
* Environmental Monitoring
* Sterilizing Equip. Validation

Plus,
New Presentations:
* Biotechnology
* Information Technology
* Process Analytical Technology

Plenary Sessions on:
* EU Pharmaceutical
Innovation
* Inspections: Aseptic
Processing
* Future of Biopharmaceuticals
in Europe

8 New Updated Training Courses
from the PDA Training and Re-
search Institute

ROME:

There is no finer venue on the face of
the planet to contemplate life, lab and
love than the “eternal city” of Rome.

2005 PDA International Congress:

Bringing Practicality to Science

Rome Cavalieri Hilton

March 1-3: Conference

March 1-2: Exhibition:

March 4: PDA TRI Training Courses

Go to www.pda.org/rome2005

Come on, schedule the time to refresh,
reflect and reinvigorate!

The Congtess will take place at the Five
Star Rome Cavalieri Hilton. Situated on a
15-acre Mediterranean private park, the
Cavalieri overlooks the Colosseum, St.
Peter’s Cathedral, Trevi Fountain and the
historic city center. The Catacombs,
Vatican and Spanish Steps are only
minutes away. G

Contact Nahid Kiani for exhibit opportunities: +1 (301) 656-5900, ext. 128, or kiani@pda.org.

2005 PDA International Congress Exhibitors List

(Partial list of Exhibitors at press time)

COMPANY TABLE
Fedegari Autoclavi SPA 26
Lighthouse Instruments LLC 26
Merck KGaA 23
MERONI Promozioni Commerciali Snc 8
Millipore Corporation 30
Nuova Ompi SRL 33
Pall Life Sciences 9
Propack Data GmbH, a Rockwell Automation Business 22
Saint-Gobain Desjonqueres 32
Sartorius Corporation 21
Shield Medicare Ltd 31
Sintetica SA 18
Sparta Systems, Inc. 10
Stedim/Integrated Biosystems 5
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Vice President’'s Message
Gail Sherman

TRI's New Focus, New Courses—
Come Soar With Us in 2005

s this publishes, I will have been at TRI for five months, and am proud of the team that has emerged
over these last few months. There is a true commitment to making TRI the premier training organiza-
tion that it can be.

Our “new” organization includes not only the Education Manager (lecture)—Strother Dixon—and our two
Laboratory Education Coordinators—Juner Torres and James Wamsley—but also two full-time dedicated
staff to support our marketing efforts and logistics—Al Jordan and Takiyah Jefferson. As a team we
work together to define (and refine) our training programs so that the needs of our communities are met
through our offerings.

In 2005, we will focus our lecture training course series geographically and in support of the industries in
the selected geographic locations. For example, our first course series is in San Francisco, Ca., on March 7-9,
and will feature training in biopharmaceutical and pharmaceutical sciences. On May 2-4, we head to
Princeton, N.J., where we will be offering training for the pharmaceutical industry. Denver, Colo., follows
on October 23-25, and New Otleans, La., from Now. 29 to Dec. 1, where we will have courses relevant to
all of our respective communities, including the medical device industry. At all of our course series, we will
provide at least one course for the trainers in the pharmaceutical industry.

In addition to the traditional lecture course series, TRI will offer training at the International Congress in
Rome in Match, the Annual Meeting in Chicago in April, and the PDA/FDA Joint Regulatory Conference
in Washington, D.C. in September. For the first time ever, we will sponsor a lecture course series in Eu-
rope, specifically in London on June 14-15. TRI is also in discussion with both the EMEA and the EMDQ
for potential additional training in the months to come.

Our laboratory courses are as vibrant as ever—each being updated to correspond with new FDA guid-
ances, especially our industry renowned 10-day Aseptic Processing Training course. We will also again offer
Aseptic Enrope” twice in 2005. A new, first-time ever lab course, “Pharmacentical and Biopharmacentical Microbiol-
ogy 101,” will be offered in January, with a subsequent offering in July.

We continue to dialogue with pharmaceutical companies for opportunities to develop and deliver training
for in-house staff, and we are in ongoing discussions with our European counterparts to design programs
relevant to the European industry needs.

To continue to offer new and exciting programs, we are looking forward to input from our industry part-
ners for both development of new training courses and for the opportunity to teach. I invite all or you to
attend our Open House on Feb. 1 (9 am. to 11 am. or 2 p.m. to 4 p.m.). Let us show you can benefit
from our organization. Those who attend will automatically recieve a US§ 100 credit for one 2005 TRI
course (excluding the aseptic processing course) and can enter a raffle to win reduced price courses. RSVP
for the Open House by Jan. 21 by contacting me at sherman@pda.otg..

We look forward to an exciting New Year and would love to have you join us! Look for more news from
TRI in future PDA Letters. Please feel free to contact us at +1 (410) 455-5800 or tri@pda.org. @
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* 3 Specialized Learning Tracks
— Quality & Regulatory
— Manufacturing & Engineering
— Academic & Research and Development

e 20 New Case Studies

e 4 FDA Updates
— Rapid Methods
Viral Filtration
— PAT
— Combination Products

* 3 New PDA Technical Reports
— Viral Filtration
— Validation of Protein Manufacturing
— Sterile Filtration of Gasses

* 2 Exceptional Keynote Presentations
— Refining Risk Management Approaches -
The FDA Collaborative Project
— Implementing PAT: Advantages for Industry

* 10 Interactive Training Courses

* PDA New Innovative Technologies™ (NIT) in the Exhibition
* New PDA Annual Graduate Research Symposium

e Career Fair
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make a difference.

We've partnered with more FDA regulated companies...
to implement solutions for their cGxP compliance.

We've been there for more than seventy FDA regulated
companies—helping them achieve enterprise-wide, quality
management solutions. That's why TrackWise® is the most
trusted—and the most validated Quality Management System
(QMS) software tool in the industry.

TrackWise is an off-the-shelf, turnkey solution, with many patent
pending innovative capabilities. lts web-based architecture is
proven, benchmarked, with load tested scalability and
performance. And the TrackWise Coordinator® module enforces
business rules. Add to this mix product maturity, FDA awareness,

The Ultimate cking Software
MMM,‘

Select TrackWise and partner with a industry expertise, customer FDA audit successes, proven SDLC
company that offers the most technically and corporate procedures. Plus Sparta is the only quality
advanced product, long term commitment management solution provider to pass a PDA audit! Reasons
and support... to ensure success and the why ten out of ten of the largest pharmaceutical companies in
highest ROl! the world use TrackWise.

Please contact us to discuss your specific needs. Together, the
ﬁ best solution to your compliance requirements can be achieved.

Spal" ta Systems, Inc. patabase Software Solutions

Holmdel Corporate Plaza « 2137 State Highway 35, Holmdel, New Jersey 07733 - 888-261-5948 (Toll Free Number)
732-203-0400 « FAX 732-203-0375 . e-mail: sales@sparta-systems.com -  www.sparta-systems.com
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