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Tel 212 573 2323 

Monday, November 22,2004 ,. 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fisher Lane, Room 1061 
Rockville, MD 20752 

I 

Re: Draft Guidance for Industry: Quality Systems Approach to Pharmaceutic$l 
Current Good Manufacturing Practice Regulations, September 2004, submitted to 
Docket #2004-22206 “._\ 

Pfizer recognizes the great effort and forethought the FDA has put forth in the 
publication of the draft guidance and appreciates the opportunity to provide comments to 
further clarify and strengthen the proposed guideline. 

Please find our specific comments in the attached Spreadsheet (Attachment 1) and the 
following general comments: 

Item A: Transitioning from Compliance Systems to Quality Systems 
Achieving quality is defined in this document as “achieving identity, strength, purity, and 
other quality characteristics designed to assure the required levels of safety and 
effectiveness”. Where robust quality systems are in place, the dependence on end 
product testing becomes diminished. The definition of quality and achieving quality 
should be based instead on the quality systems and process knowledge that predict the 
above mentioned characteristics as well as availability and patients requirements. 
Quality then progresses into a more probabilistic definition. This will necessitate 
transitioning from compliance systems to quality systems. For example, trending of data 
is identified as an important element of a good quality system. However, much of the 
data collected is for compliance systems and can not be meaningfully trended. 

Item 6: Change Management as opposed to Change Control (line 706) 
In an environment supportive of a quality systems approach rather than a quality control 
approach, it is necessary to describe change management in lieu of change control. 
Change in the current pharmaceutical environment can no longer be considered in 
isolation as a single event. Rather, the result of change has many different impacts such 
as training, validation, stability, and regulatory compliance. Prior to implementing, and 
as part of assessing a change, a site must understand all these aspects and their 
interactions and consequences. This understanding occurs as a site increases its 
process knowledge. A site can not review a specific change without evaluating all the 
impacted and interacting systems. 



Item C: Implementation of Regulatory Flexibility (reference Line 98) 
The guidance discusses and offers the concept of regulatory flexibility with respect to 
implementing changes. There is no discussion as to how these changes will be 
implemented. Implementation can occur through several means such as a supplement, 
a comparability protocol, or implementation through the firm’s own quality system. Firms 
committed to investing the time and resources to implement a quality systems approach 
should be able to realize the benefits of regulatory flexibility. This guidance is not the 
place for this amount of detail, however, the Agency should prioritize the development of 
further guidance on this critical topic. 

Item D: Active Pharmaceutical Ingredients (line 118) 
Components (5 210.3) are defined as any ingredient intended for use in the manufacture 
of a drug product. This guidance states the application of this guidance may be useful to 
manufacturers of components. Specific to the manufacture of Active Pharmaceutical 
Ingredients, there should be acknowledgement that by implementing a quality systems 
approach, API manufacturers can also take advantage of the regulatory flexibility 
discussed in lines 98 through 103. For manufacturers of components, other than Active 
Pharmaceutical Ingredients, implementation of this guidance should be optional and risk 
based. 

Item E: Linkage to the Pharmaceutical Inspectorate (reference line 290) 
Two of the key achievements of the FDA GMP Initiative are the development of the 
Pharmaceutical Inspectorate and the PATRIOT team. The PATRIOT team has provided 
cross functional training for defined inspectors who will be using the guidance during 
inspections. In an analogous manner, inspectors will need to be able to assess the 
application of principles within this guidance falling outside of regulatory requirements. 
These inspectors will need to be able to evaluate application of risk management 
processes transferring between what is required within the regulations and what is 
interpreted as current GMPs. Inspections must still be grounded in the actual 
regulations. The agency should give careful consideration to how to incorporate risk 
management and other optional practices into the pharmaceutical inspectorate 
curriculum. 

Sincerely, 

a !qfq-- 
Zena G. Kaufman, 
Sr. Director Regulatory Compliance Initiatives, Pfizer Global Manufacturing 
Pfizer Inc. 
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