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THE QUALITY REGULATORY INITIATIVES UNDERWAY AS THE NEW DECADE BEGINS
show the strong imprint of ICH Q8-10 at both the agency and international levels. 

From CMC application review to GMP inspections, from development to post-market manufacturing, from the ingredient supply
chain through product distribution, the quality-by-design, risk management and quality system principles built into the new ICH
guidelines are being integrated into industry/regulator interactions and the guidance, policies and initiatives that define them.  
As experience with ICH Q8-10 implementation grows, the knowledge gaps that need to be filled are coming into sharper relief,
and industry, regulators and academia are in close dialogue on how to fill them.  Managing and regulating the flow of quality-by-
design knowledge from development into manufacturing and through the production lifecycle are central challenges on the table.
The value of the QbD building blocks is becoming better understood while questions are emerging on how that value can best be
realized and with what regulatory implications. The lifecycle interdependence of the Q8-10/QbD components is 
leading regulators to rethink the way their review and inspection organizations have interacted.

EDITORS’ NOTE: This issue of IPQ will analyze the impact the new QbD paradigm is having on the initiatives and dialogue
around reshaping the CMC review process. In the next IPQ issue (June), the focus will shift onto how the inspection and GMP
enforcement components of the regulatory picture are being impacted as the quality system foundation for continuous
improvement strengthens. 
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THE PHARMACEUTICAL QUALITY REGULATORY
initiatives underway at both the agency and interna-
tional levels as the new decade begins show the

strong imprint of the quality by design (QbD), risk manage-
ment and quality system principles embedded in the ICH
Q8-10 guidelines. 

The regulatory impact of the new ICH Q8-10 paradigm
stretches from marketing application review to GMP inspec-
tions, from drug development to post-market manufactur-
ing, from product to process analytics, from the ingredient
supply chain through product distribution, and from the
three ICH regions to regulators worldwide.   

Regulators, manufacturers, contractors, suppliers, consult-
ants, lawyers, academics and their associations and related
standard-setting organizations are all being drawn into the
effort to comprehend the full meaning and potential of the
paradigm shift and to figure out how the evolving principles
can and should be implemented.  

Communication boundaries are expanding and
new ways of working together explored to help
address the challenges involved.  

Companies are breaking down their internal barriers to
interdepartmental communication as they seek to upgrade
their knowledge management processes and information
flow to keep pace with the changing environment. The
boundaries within agencies are also breaking down as the
review and inspection components align to a QbD/lifecycle-
management regulatory approach. Similarly, communica-
tion barriers between industry and regulators and between
agencies internationally are coming down and new commu-
nication and cooperation channels formed.  

The next decade will be one of rapid change as the emerging
initiatives reshape the regulatory landscape.

Globalization of the supply, production and distribution
chains, product and process changes driven by a fast-mov-
ing technology, and increasing budgetary and resource
pressures at both the producer and regulator levels are
forces driving the transformation.  These forces have com-
pounded the need for marshaling together the available
expertise in the effort to implement a coherent, harmonized
regulatory philosophy that can provide a solid foundation
for addressing the complex issues involved.  

As a locus for regulator/industry dialogue, ICH
continues to play a key role in shoring up this
foundation and providing QA oversight on a har-
monized Q8-10 implementation process. 

Reviewing FDA’s quality regulatory initiatives for a pre-
dominantly European audience at the APIC/CEFIC annual
meeting in Venice in November, Center for Drug Evaluation
and Research (CDER) Office of New Drug Quality
Assessment (ONDQA) Director Moheb Nasr pointed to the
growing influence of the ICH guidelines, and Q8-10 in par-
ticular.  As head of the CMC review process in the U.S., Nasr
has been playing a pivotal role in FDA’s implementation
efforts and serves on the ICH Q8-10 Implementation
Working Group (IWG).

An extended timeline of FDA guidance development clear-
ly illustrates the shift, he said. “Ten years ago, we were rely-
ing mostly on U.S. FDA-developed guidelines. In the last
five to ten years, we have been working under ICH and rely-
ing more on international collaboration and harmonization
for our quality guidelines.” 

Nasr highlighted the key development, risk management
and quality system principles embedded in ICH Q8-10 and
emphasized the lifecycle/continual improvement nature of
the paradigm through which the three facets interlink.    
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The development facet described in Q8, Nasr explained,
encompasses a quality-by-design (QbD) approach involving
the determination of the quality product profile and critical
quality attributes (CQAs). Raw material attributes and
process parameters are linked to the CQAs and risk assess-
ments performed, and a design space developed. A control
strategy then needs to be designed, implemented and man-
aged through the product lifecycle, with continual improve-
ment to the QbD structure.

The systematic process for the assessment, control, commu-
nication and review of quality risks described in Q9 also
extends over the product lifecycle – including development,
manufacturing and distribution. Q9 includes principles and
examples of tools for this quality risk management. 

In turn, Q10 describes the systems for establishing and
maintaining the state of control for process performance and
product quality. Again, Q10 applies to both the drug sub-
stance and drug product throughout the product lifecycle,
with the goal of facilitating continual improvement.      

The power of the ICH Q8-10 guidelines, Nasr sug-
gested, is not the newness of the principles, but
that they are more clearly defined and a systemat-
ic process for implementing them provided –
improving communication within companies,
between companies and regulators, and between
agencies internationally. 

For example, Q8 really does not define “a new way of devel-
oping pharmaceuticals,” the ONDQA director commented,
but provides a more systematic approach “to develop and to
share the information when you register new products.”

Similarly, the quality assurance principles embedded in Q10
have “always been important.” However, the regulatory
flexibility that manufacturers seek for both API and drug
product manufacturing “requires effective change manage-
ment [which] is better developed if you have a robust qual-
ity system” as outlined in Q10. 

At both the ICH and regional levels, the Q8-10
implementation process continues to expand in
depth and breadth, and the speed at which this
process is unfolding is increasing.

There is a growing realization that the only real limit to reg-
ulatory change is the knowledge base and communication
needed to bring it about. 

The agencies, as market gate keepers, are fully empowered
to require what they deem necessary to assure the quality of
products through their lifecycle and to raise the bar as sci-
ence and technology create better solutions.  

Reviewers are constrained not by regulations per se but by
their mission of serving the public health, wherein setting
the quality bar too high may be counterproductive.
Investigators, in turn, are empowered to make sure that
application commitments are adhered to.  As such, they can
also be full participants in the paradigm change without an
overhaul to the GMP statutes. 

Increasingly aware of this opportunity for regula-
tory transformation, industry, regulators and aca-
demia are stepping up together to the challenge of
defining and filling the knowledge gaps.  

From risk assessment to design space to the use of models to
knowledge management to PAT applications to continuous
improvement, the QbD links are coming together to form a
more coherent development, submission and post-market
manufacturing regulatory chain.  

The Q8-10 implementation initiatives have, in turn, helped
bring into relief the key questions that remain to be
addressed. The international regulatory community is
working closely together in a variety of forums to formulate
viable answers for all involved.  

ICH Focusing On Q8-10 Implementation

Recognizing the high level nature of the Q8-10 guidelines
and their conceptual sophistication, ICH formed its
“Implementation Working Group” (IWG) in mid-2008 to
help assure that there is clear understanding of the princi-
ples they contain and a harmonized interpretation. 

Discussing the IWG role at the APIC conference, working
group member Nasr explained that ICH has been good at the
development of harmonized guidelines. “What it has not
been as good at,” he commented, is making sure the imple-
mentation of these guidelines within and outside the ICH
regions is harmonized – that “once they leave the room where
the experts got together to develop these guidelines, everyone
had a clear understanding and implemented consistently.”

As part of its mission to help with this objective,
the IWG has been developing Q&A documents
intended to clarify the more significant interpreta-
tion issues that have surfaced. 
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