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workshop will be dedicated to GAMP and proper documentation
requirements. JETT emphasizes standardized approaches to these
challenges.

Finally, June is the first month we are offering a Commuter series
dedicated entirely to open discussion of a specialized technical topic of
interest to members. In this forum, people can share common problems
and solutions in an interactive and lively format. We think our
membership will be very interested in this format.

I’d like to close by saying what an honor and pleasure it was to
serve as President of this great Chapter. The people and the principles
of ISPE are what have kept me involved year after year. I know the
great leadership of the Chapter will continue in future years. Please
consider becoming involved. We have committees in need of volunteers.
Contact the local Chapter at 781/647-4773. 
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James Blackwell

I hope everyone is enjoying his or her summer. After
the winter and spring we had, New Englanders sure
deserve it. As we close one program year and look

forward to next year I’d like to update you on some
Chapter activities and news. First, I think an
outstanding Board of Directors has been slated for the
upcoming ballot. We worked hard to actively recruit
from operating companies to maintain or increase their
representation on the Board.

Second, the Chapter will be offering programming content on the JETT
workshop at the IBC’s BioProcess International Conference and
Exhibition. JETT is a non-profit consortium dedicated to more effectively
meeting the validation requirements of the pharmaceutical industry. The

ISPE BOSTON MEETING MAY 13, 2004
ASTRAZENECA LAB TOUR WALTHAM, MA

The May Boston Area Chapter meeting included a tour of
AstraZeneca’s Gatehouse Park research and development facility in
Waltham. The sixty-four acre site currently has 260,000 square feet

of labs, offices, and the central utility plant. The complex, one of Astra’s
eleven research locations worldwide, was named laboratory of the year in
2001.

Astra initially held a Master Plan Competition with some of the major
criteria being 1.2 million square feet of space, efficient use of land and
minimization of distances employees must travel on site. Very important
to the selection was that the plan be “respectful of landscape and the
community.” It was essential to AstraZeneca that the buildings connect
with nature and blend with the surroundings. The winning plan consisted of
five “houses” interconnected at a central atrium for 450 employees.

AstraZeneca set several guiding principles for the design of the
buildings. One, there should be a standard design approach used throughout
the buildings. The design should be able to accommodate changes
efficiently. The floor-to-floor height would be only thirteen feet, borrowing
on the European preference for locating ductwork and piping exposed
below the floor above. The interior of the buildings should have an
abundance of natural light and wood finishes. The design should facilitate
communications between the researchers, and noise levels should be low.
AstraZeneca set conference room levels to be 35 dBA, offices 45 dBA and
labs at 50-53 dBA. Storage would be in “dark space.” The loading docks
and warehouse areas are actually below grade. Passive cooling beams would
be used in the office and conference areas to further reduce noise levels. The
thirteen-foot floor criteria and the location of the buildings into the side of a

hill allows the five-story “houses” to appear much shorter and blend
into the tree line of the surrounding area.

Design criteria for each type of laboratory module, such as persons/
bay, lab-to-support space ratio, bench length and office-to-cubical
ratio, was provided by AstraZeneca. The use of internal glass
partitions to allow maximum natural light into the work areas was
carried out even to the fume hoods. Hoods were custom built with side
and top as well as front vision panels to allow natural light into the
hood workspace. The laboratory casework is a modular spine-based
system. The cantilevered units utilize standardized components and are
height adjustable. Astra chose laminated casework and bench tops for
most labs and, to date, the casework has proven to be very durable.
The fume hoods have a sloped vertical sash and are suspended from the
spine, as is the casework. All chemistry work must be performed in the
hoods per company policy and the hoods are equipped with an
adjacent ventilated chemical cupboard. The laboratories also feature
ventilated pump and waste cabinets. The pump cabinets not only
reduce the possibility of odors in the lab but reduce lab noise levels as
well. Many labs also include ventilated equipment enclosures, auxiliary
exhaust drops, bench downdraft plates, and ventilated sinks.

The HVAC system is based on an energy efficient variable air
volume design. To minimize noise levels, sound attenuation was
installed on both the inlet and outlet air. All areas, except the atrium,
are supplied with 100% outside air. The central utility plant houses the
steam boilers, chillers, compressed air, fire pump, emergency/backup
electrical generator and main electrical distribution panels. The facility

Continued on page 4.
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Standard Goes Live for Life Sciences:
A new approach to navigating regulatory requirements

Life sciences organizations today might view compliance with
government regulations as a necessary evil rather than an
opportunity to increase profitability. Yet despite its large number

of controls, 21 CFR Part 11 is a regulatory action that, in the long run,
can help companies take advantage of the advances and increased
efficiencies electronic documentation can bring.

Adherence to the 21 CFR 11 standard for health care and life sciences
companies has been slow in coming. When the regulation went live in the
second half of 1997, most organizations were too heavily focused on
dealing with year 2000 information technology (IT) infrastructure
updates to give the issue much attention. With Y2K a distant memory,
companies thought 21 CFR Part 11 would take center stage. Their efforts
to conform slowed after information management technologies evolved,
and the regulation affected more diverse industries. Although many
companies had already started assessing their facilities, they
underestimated the amount of remediation they would need. As a result,
only now are IT and process control specialists beginning to collaborate
on plant-wide compliance solutions.

While the U.S. Food and Drug Administration (FDA) knows
manufacturers need time to meet the requirements for existing systems, it
expects pharmaceutical companies to take more aggressive steps to fully
comply. In fact, the FDA is hastily increasing inspectors (and their
knowledge) to ensure they understand the role of information and control
computer systems in pharmaceutical production. With such FDA steps
already underway, today’s pharmaceutical companies need a long-term
plan to comply and a detailed road map on exactly how to proceed.

A NEW APPROACH
Last summer, the FDA announced regulation enhancements of
pharmaceutical manufacturing and product quality—they would use a
science and risk-based approach to current good manufacturing practices.
The approach focuses on veterinary and human drugs, including human
vaccines, so companies would not apply the same level of compliance to
all types of processes, records, or computer-related systems. Instead,
you could perform a risk assessment—identifying and recording
appropriate controls based on predicate rule requirements, how critical
the process is, and the risk to product safety, purity, and strength. Under
this approach, you should document user requirements and the risk
analysis. The goal is to define what evidence you will need to
demonstrate a system is validated for its intended use.

This past February, the FDA reexamined Part 11 as it applies to all
FDA-regulated products. It replaced its enforcement policy for Part 11
with Part 11, Electronic Records; Electronic Signatures – Scope and
Application. The new guidance document will mostly impact life
sciences companies’ total number of records and systems subject to 21
CFR Part 11 compliance.

WHERE TO BEGIN
There is no magic formula for bringing systems into
compliance. But companies will need to evaluate
manufacturing practices associated with creating electronic
records. Review an inventory of all installed systems.
Then, determine whether a system has to comply with the
Part 11 requirements. Does the system generate or manage
electronic records? If yes, then it must comply. At that
point, perform a full Part 11 assessment of those systems.

Third-party computerized systems and automation
partners offer services that can help companies assess a
facility. These vendors can simplify documentation using

proven methodologies, international standards, and global manufacturing
integration practices. Other services include auditing, analysis,
remediation, validation, program management, and training to ensure
companies establish long-term plans.

SAFETY FIRST
The FDA is most interested in protecting public safety. So if you are a
pharmaceutical company, start evaluating your systems by determining
which systems have a direct impact on product quality and safety.
Assess electronic systems that record and report on production, product
quality, and product safety. Closely examine any electronic systems
used for security and quality assurance to determine whether or not they
conform to Part 11 regulations. After identifying appropriate systems,
implement remediation plans to detail the timing and sequence of any
needed upgrade projects.

21 CFR Part 11 is not intended to simply force companies to replace
paper records with electronic records. In fact, many experts make the
case that the rule is really aimed at improving efficiency in the quality
control and assurance process. During upgrade assessments, determine
which paper-based activities would best benefit from an electronic
system replacement. If you have a paper-based batch record, your
company might be a good candidate for an electronic recording system,
especially if you expect a 65% reduction in product quarantine time, a
50% reduced quality assurance labor cost, and a return on investment in
less than a year.

You can purchase software programs that automate paper-based
procedures using an interactive, Web-enabled interface to manage,
sequence, and document manufacturing operations. The best versions of
such software can also enforce electronic signature sign off in keeping
with 21 CFR Part 11 standards.

Because most companies will likely have at least some electronic
record-keeping systems that do not meet government regulations, they
will need to immediately identify such noncompliant systems.
Implement your remediation plan to determine whether you have the
correct security models and controls in place, including any electronic
signatures.

It is not merely a manufacturing or IT issue to comply with 21 CFR
Part 11. Its ramifications reach throughout an enterprise. In fact, what
makes Part 11 such a watershed ruling is that it affects the entire
spectrum of electronic information management, from creating,
transmitting, and storing electronic records to retrieving and modifying
them. Although the regulation does not govern any specific technology,
it does impact all aspects of regulated operations. Therefore, it is critical
to have companywide involvement and support for a 21 CFR Part 11
compliance program to be successful.

Implementing a Compliance Program

Under the new guidance, companies must implement a formal 21 CFR
Part 11 compliance program, including a stepwise methodology to assess
and remediate applicable computerized systems. It should describe the
manufacturer’s road map to compliance and ensure that corporate
policies address all compliance issues.
When documenting changes in management, companies must consider
potential training requirements and the impact of changes in the system.
They should continually evaluate activities to ensure all systems remain
in compliance with predicate rule requirements and 21 CFR Part 11.
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RIGHT PEOPLE, RIGHT TECHNOLOGY
When comparing regulatory compliance service providers, look for
partners who have solid experience in developing audit plans. Effective
partners should be well versed in remediation, validation, and
compliance planning. FDA inspectors looking for 21 CFR 11
compliance will likely evaluate all existing production processes,
documentation, and systems. Most companies will navigate this
inspection process successfully if they have established remediation
and assessment plans. Yet these plans can be complex. If you are
working alone, you might have problems proceeding quickly.
The best protection against delays in your compliance plan is to work
closely with outside consultants—regulatory compliance service
providers and suppliers of computer-based automation management
systems. Consultants can help you develop master compliance plans
to cover new and legacy systems. They can also provide different
viewpoints for a vast array of clients. Having one point of contact
helps coordinate multiple production areas. It also promotes
consistency between groups and reduces internal resource
requirements.

After you complete your initial assessment and identify
opportunities for compliance, carefully review the compliance-enabling
technologies present in your current systems. Evaluate the experience
level of the product vendor in the regulated environment. Look for
suppliers that provide compliance-enabling software solutions
throughout the entire drug-development life cycle, from research and
development through all phases of clinical trials, up to and including
commercial production. Suppliers that offer a scalable, modular
approach, embracing open systems technology, are ideal for today’s
regulated industries, because they give companies the greatest
flexibility. You will also need to ensure your company can readily
retrieve electronic records throughout the record-retention period. You
can trace records and manage them in real time as they move through a
facility with software that can support this need. The software should
control access to the electronic record–producing system in a secure,
audit-friendly environment to protect record and system integrity.

Choose a hybrid control system that leverages a single, integrated
control architecture if you want reliable process control systems. A
hybrid control system will give you more accurate information and
stronger security. You will also be able to coordinate control across
applications. This hybrid control system allows you to execute
sequential, batch, process, and motion control from a common
environment. It also tightly integrates with the information
management needs of the enterprise. You can integrate original
equipment manufacturer skid equipment into this architecture.

TOOLS TO HELP YOU COMPLY
An important component of 21 CFR Part 11 is the auditing, storage, and
retrieval of records a system creates. Many current systems fail to
deliver when it comes to archiving and retrieving data in a secure form.
One way to help is to automate procedures using an interactive, Web-
enabled interface to manage, sequence, and document manufacturing
operations. This type of interface would force electronic signature sign
off.

You will also want to protect your electronic records so you can
accurately retrieve them throughout the record-retention period. A
tracking system that gives you real-time material management and
traceability of electronic records as they move through a facility would
help.

Controlling access to the electronic record–producing system in a
secure and auditable environment is important for protecting records as
well as the system. An integrated, component-based human-machine
interface software solution for monitoring and controlling factory
automation processes that would work in conjunction with Microsoft
Windows NT or Windows 2000 security would help prevent
unauthorized access to data files and the operating system.  

Glenn Restivo

Glenn Restivo is Life Sciences Industry Marketing Manager at Rockwell
Automation in Philadelphia, Pa.
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