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Eli Lilly and Company

Lilly Corporate Center
Indianapolis, Indiana 46285
US.A.

Phone 317 276 2000

October 23, 2003

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane

Rm. 1061

Rockville, MD 20852

Re: Docket No. 03d-0380, CDER 2003136. Draft Guidance for Industry PAT - A
Framework for Innovative Pharmaceutical Manufacturing and Quality
Assurance

Eli Lilly and Company is pleased to have the opportunity to comment on the subject draft
guidance. We applaud and support the FDA’s efforts to encourage the use of new
technology and more science based approaches to product quality assurance.

To further assist the FDA in the development of the draft guidance, please find attached
Eli Lilly and Company’s general comments and a set of detailed comments on a line-by-
line basis for the draft guidance issued September 3, 2003.

General comments on the FDA PAT Guidance:

1) The draft guidance, as stated, “is intended to describe a regulatory
framework”. As such, the content is presented at a very high level. Although
it is possible for those that have been active in the FDA’s PAT initiative to
understand what is being communicated, it may be more difficult for others
less familiar with the concepts that have been presented over the period of this
initiative. This vagueness could potentially lead to misinterpretation of
several of the important points communicated in the document. Inclusion of a
glossary of terms, as well as, increased detail around key concepts could
decrease the risk of important concepts being misinterpreted.

Answers That Matter.




[image: image2.png]Docket No. 03d-0380, CDER 2003136 October 23, 2003 Page 2

2)

3)

4)

5)

The terms “safe harbor” and “research exemption” were utilized extensively
by the agency in public discussions of the PAT concept. These are quite
conspicuously missing from the guidance leading to a perception that the
agency may no longer as strongly support this key, PAT enabling concept. It
is unfortunate that the agency has chosen to discontinue the use of these terms.
Although there is text included in the document that seems to attempt to
describe the “safe harbor” or “research exemption” concept (lines 632-647),
we would encourage the agency more clearly articulate these concepts. The
use of examples of how research data might be handled in various situations
would be very helpful.

Risk assessment and management is a key concept in the innovative approach
to pharmaceutical manufacturing and quality assurance. Due to the
importance of this concept to the entire initiative, it would have been
beneficial for the agency to have issued a risk assessment guidance as a
predecessor to this guidance. As an alternative approach, we would
encourage the agency to include references to, guidance on, or examples of
risk assessment methodologies in this document.

The use of on-line analytical methods holds the promise of providing much
larger amounts of data concerning product quality then is achievable with
current off-line methods of analysis. This increased amount of data will
undoubtedly lead to a more accurate representation of the process’s statistical
distribution. Under the current systems of quality specifications, this
increased amount of data will very likely lead to an approvable production lot
failing its release criteria. For example, a 6-sigma process is predicted to have
3.4 per million failures. It is important to recognize the impact that this
increased amount of data will have and alter how release criteria are defined
to incorporate the benefits that this increased amount of data provides.
Although this concept was mentioned in lines 451-455, we feel the impact that
having increased amounts of data should have received greater emphasis in
the document.

The guidance encourages the use of “PAT principles and tools” during the
development phase of a product. It does not, however, discuss the use of PAT
tools in a more evolutionary approach where, for example, on-line analytical
measurements are used to develop process understanding in the process
development phase, but are either not transferred into manufacturing or are
replaced with inferential methods of analysis. This could be interpreted as
indicating that once a PAT is used it cannot be discontinued which would be
limiting in the respect that PAT can play a valuable role in a more temporary
mode for assessing the impact of a process or site change on a product’s
quality attributes.
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6) The PAT submission process is not clearly articulated in the document.
Providing a flow chart, depicting the flow of a submission through the agency,
would be helpful. It would also be instructive to include a flow chart that
shows the entire PAT review and approval process including who is involved
at each stage.

7) It would be helpful for the agency to more clearly articulate their expectations
around lab-based methods of analysis when a PAT approach is utilized.

Please feel free to contact me at (317)-276-0368 for clarification of any comments.

Siﬁrely,
Tobias Massa, PhD.

Executive Director, Global Regulatory Affairs
Global CM&C/Operations




	Document Line Number
	Eli Lilly Comment

	78 – 79
	Utilizing PAT for one product may not mean that PAT must be used for all products, but what about individual steps in a process versus every step in the process?  Will it be acceptable to use PAT for a product at one site while not using for the same product manufactured at another site?

	145 - 149
	It is suggested to include bullet points covering: risk of occurrence to patient, probability of the issue occurring, probability of the occurrence being detected.

	158 – 159
	Suggest clarifying or deleting this comment.  This line seems to infer that PAT is used to design manufacturing.  Although implementation of PAT could certainly have an impact on how a process is designed, we do not see PAT as a system “for designing”.  

	173 – 173
	Remove extra line

	201 – 201
	Suggest changing “preventing rejects, scrap, and re-processing” to “minimizing rejects, scrap, and re-processing”.  The statement as written infers that these issues will not occur with PAT, which is not accurate.  

	437 – 441
	Additional description of what acceptable process times (process window) means.  Include “process window” in a glossary of terms.

	451- 455
	As mentioned in our general comments, definition of specifications or acceptance criteria is extremely important to the PAT initiative.  It would be helpful for the agency to provide examples of how acceptance criteria might be modified for a manufacturing process utilizing PAT.

	458 – 459
	Inclusion of examples to clarify what is being referred to by “certain data” would be useful.  The use of this language provides an opportunity for very broad interpretation, thus increasing the possibility of mis-interpretation.

	463 – 463
	The inclusion of “inter- and intrabatch” seems to indicate that batch records could include data that spans the current lot, as well as, previous production lots.  Is this an indication that the agency is thinking in terms of utilizing lot to lot variance as a quality indicator?  Is this an example of comparing “process signatures” as a means of “continuous validation”?

	490 - 493
	This text indicates that the agency views the PAT approach as a tool to facilitate post‑approval changes.  It would be desirable to establish if this can be used to justify or validate process or facility changes covered by SUPAC as this would be a major incentive for implementation of PAT.

	509 – 520
	This paragraph mentions qualification of new technologies and the possibility of “less burdensome approaches” to validating new technologies.  Given the intense concern about validation expectations, which seems to be one of the larger influences on the slow incorporation of new technology, it would be useful to have more detailed comments and examples on this very concerning topic.

	522 – 523
	What is meant by “may not necessitate a PAT approach”?  This statement requires additional clarification.

	571 – 572
	This seems to be the only text in the document that discusses the PAT approach relative to registered lab‑based methods of analysis.  The inference here is that a PAT approach will be viewed as an alternative analytical method, thus allowing it to replace the primary method of analysis.  It is important to clearly articulate the expectations around lab‑based, registered methods as there is concern that the PAT approach could potentially increase rather than reduce the overall analytical workload.

	635 – 647
	This section seems to refer to the “safe harbor” or “research exemption” concept that the agency publicly referred to on several occasions.  As mentioned in our general comments, we are disappointed that the agency has chosen not to continue the use of these terms to describe this key concept.  Although this paragraph states that the agency does not intend to inspect research data, it does not clearly articulate the agency expects industry to respond to data from a PAT that indicates a potential process problem when the product continues to meet specifications according to registered methods of analysis.  Inclusion of example scenarios, such as those discussed by the agency in various public forums, would be helpful.

	643 – 647
	The agency appears to be reserving the right to inspect experimental PAT results by limiting the instances to “exceptional situations”.  This could be concerning to a company attempting to utilize PAT to improve a process that has historically suffered from low process capability.  This may not be particularly encouraging to a company to attempt to utilize PAT, which is counter to the spirit of this initiative.

	652 – 659
	It is imperative that the FDA immediately also begins communication with other agencies charged with establishing and controlling the quality of pharmaceuticals to open a dialogue on reassessing “specifications” in a PAT environment.






