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I. INTRODUCTION 

Comments:

1- (page 1)

Regarding product lifecycle, I also agree with incorporation the new concept in process validation. But I think process validation has different relationship with different product lifecycle. For example, in early stage of lifecycle,  manufacturing process has not formed absolutely, so no process validation is needed in early stage.
If you think your opinion is sound science, I think it will destroy the solid understanding of validation from industry.
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The following categories of drugs are within the scope of this guidance: 

• Human drugs 

• Veterinary drugs 

• Biological and biotechnology products 

 • Finished products and active pharmaceutical ingredients (API or drug substance)3 
• The drug constituent of a combination (drug and medical device) product 

I think the above categories is random. For example, Human drugs cover finished products and API. Similarly, veterinary ,biological and biotechnology products can also cover finished products and API.
The above categories are repeated.
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The following categories of products are not covered by this guidance: 

 • Type A medicated articles and medicated feed 

 • Medical devices 

• Dietary supplements 

 • Human tissues intended for transplantation regulated under section 361 of the Public Health Service Act4 
What is Type A medicated articles and medicated feed? I can not find useful information from footnote or glossary.
In FR issued by FDA, FDA announces when the guidance is finalized, this draft guidance will replace the 1987 guidance.

To my knowledge, the scope of 1987 guidnace is suitable to pharmaceuticals and medical devices.
Now, if the new process validation guidance can not used for medical devices, what guidance can I use for medical devices process validation?

Additionally, the text states that the guidance cover the drug constituent of a combination (drug and medical device) product.
How can I understand the scope of the guidance correctly?
4-(page 2)
With development of science and technology, automated process control systems are more and more used in drugs manufacturing. I expect FDA experts can give more detailed and exact information about the topic.

II. BACKGROUND 
5-(page 3)
For purposes of this guidance, process validation is defined as the collection and evaluation of data, from the process design stage throughout production, which establishes scientific evidence that a process is capable of consistently delivering quality products. Process validation involves a series of activities taking place over the lifecycle of the product and process. 
Frankly, I can not accept the above defination of process validation.
Please allow me to list some process validation definations as follows:
Process validation is the means of ensuring and providing documentary evidence that processes (within their specified design parameters) are capable of consistently producing a finished product of the required quality.

--from EMEA guidance <NOTE FOR GUIDANCE ON PROCESS VALIDATION>

The documented evidence that the process, operated within established parameters, can perform effectively and reproducibly to produce a medicinal product meeting its predetermined specifications and quality attributes.

-- from EU GMP <Annex 15 Qualification and validation (July 2001)>
Process validation provides documented evidence that a process is capable of reliably and repeatedly render a product of the required quality.

--from WHO <SUPPLEMENTARY GUIDELINES ON GOOD MANUFACTURING PRACTICES (GMP): VALIDATION>
From the above definations of process validation, we can draw three key points about process validation:
-- Target of process validation is process.

At early stage of product lifecycle, process has not formed. So we have not target of process validation.
-- Established parameters or established limits.
At early stage of product lifecycle, we do not know or can not determine many process parameters. Process parameters are changing, How can we validate the unstable process???
--consistently
Process validation aim is to show that certain process is capable of reliably and repeatedly render a product of the required quality.

According to the draft guidance, if we conduct process validation in early stage, I think polit process can not manufacture product which will meet required finsihed product specification.
Please note, I also agree with QBD concept. But I also think process valiaation is one topic which mainly belongs to GMP field rather than GLP field.
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Stage 1 – Process Design: The commercial process is defined during this stage based on knowledge gained through development and scale-up activities. 

Certainly, commercial process are based on knowledge gained through development and scale-up activities.
But I think stage 1 does not belongs to process validation, I believe the satge belongs to R&D.

In the end of one drug R&D activities, one development report should be obtained, which contain one set of finished process. The process in development report may be commercial process at last without any revision, may be commerical process by some revision.
So I think the process in stage 1 is not mature.
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Stage 2 – Process Qualification: During this stage, the process design is confirmed as being capable of reproducible commercial manufacturing. 

In my opinion, the task of process qualification is to determine upper limits and down limits of some process parameters.
We obtain primary process in stage 1, the process is not good, for many process parameters limits are not determined.
I think process qualification links manufacturing equipment PQ(performance qualification).

In fact, process qualification can not validate process repeated ability.
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Stage 3 – Continued Process Verification: Ongoing assurance is gained during routine production that the process remains in a state of control. 

In fact, I belive this stage shoule be named as process validation.

To my knowledge, process validation is not routine production. Process validation is trial production in specific condition, which is control by many detective means and testing items.

After victory of process validation, routime production becomes available.
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Before any batch from the process is commercially distributed for use by consumers, a  manufacturer should have gained a high degree of assurance in the performance of the manufacturing process such that it will consistently produce APIs and drug products meeting those attributes relating to identity, strength, quality, purity, and potency. 
I agree with the viewpoint of the paragraph, but I have one question to ask for help:
If one manufacturer has obtained process validation results and the process validation is approved, could the manufacturer sell their products produced in process validation?

I think all pharmaceutical industry will puzzle about it.

Another question is:

How many batches of production is enough for a complete process validation?

One batch? Two batches? Three batches? Or 10 batches?

Anyway, the guinance should give some hints about the question.
III. STATUTORY AND REGULATORY REQUIREMENTS FOR PROCESS VALIDATION 
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No comments.
I believe that the cGMP (21CFR210&211) is too old to meet new tendency of pharmaceutical industry development.

As we know, from the context, we can not find unambiguous requirements about process validation.

IV. RECOMMENDATIONS 
A. General Considerations for Process Validation 
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No comments.

B. Specific Stages and Activities of Process Validation in the Product Lifecycle 
1. Stage 1 – Process Design 
a. Building and Capturing Process Knowledge and Understanding 
There are exceptions, however. For example, viral and impurity clearance studies have a direct impact on drug safety and should be performed under CGMP conditions, even when performed at small scale. The quality unit should be involved with these studies as is typical during commercial production. 
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No comments.

Because I am busy with my business, I can not finish the document.

Please give an eye on my comments.

I have more than ten years of experience about GMP implement, consutancy and training.

I really expect that this guidance will be more helpful to pharmaceutical industry.

Best regards.
Ding Enfeng
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