February 18, 2008

Division of Dockets Management (HFA-305)

U.S. Food and Drug Administration

5630 Fishers Lane, Rm. 1061

Rockville, MD 20852

Re: Docket No. 2007N-0280, Food and Drug Administration

Submitted both electronically and by fax to (301) 827-6870

FDA-2007-0614
Dear Members of the Food and Drug Administration,

I am opposed to the direct final rule to amend the pharmaceutical good manufacturing practices (21 CFR 210/211). I believe that if it is enacted as currently written, it may open American drugs and biologics to a level of contamination or cross contamination that we have not yet seen or imagined, putting all Americans at risk.

I ask that you withdraw the direct final rule and that you no longer issue direct final rules to amend the GMPs unless there is a compelling reason to do so. I believe FDA may be subverting the Food, Drug and Cosmetic Act by dictating the pharmaceutical GMPs unless “significant adverse comment” is received. My specific comments follow. 

Rationale

In issuing the direct final rule, the agency has stated that “this final rule is intended to clarify and modernize the CGMP regulations, as well as harmonize the regulations with international GMP requirements and other FDA regulations. This direct final rule represents the first increment of modifications to parts 210 and 211. We believe that these updating changes are noncontroversial.”  Is this true? Let’s look at key proposed changes.
Puts patients at risk

Water proposal.  You would like to delete the requirement that source or feed water meet the defined EPA standard (40 CFR 141) and replace it with “water safe for human consumption” instead. The EPA standard provides required testing and maximum contaminant levels for pathogens and other harmful substances such as coliforms (E coli), nitrates, fluorides, selenium, benzene, radium, and turbidity.
Rationale. You say that you would like to improve harmonization with foreign regulations (European Union and Japan) and make the U.S. regulation more consistent with the USP standard, which you state is satisfied by compliance with the regulations of European Union and Japan. You say in the preamble that compliance with the EPA standard would be acceptable, as would complying with the European Union and Japanese requirements for potable water used to prepare water for pharmaceutical purposes. Since this comment is in the preamble, it is guidance only and cannot be enforced.
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Question: Does the FDA expect water supplies to become more pure in the future? A review of popular news sources leads most evaluators to presume the opposite.

Comments.  Water is a critical ingredient or excipient. Many serious drug cases have been directly attributed to problems with water used. In the infamous large volume parenteral case in the early 1970s involving one company’s commercial IV fluids, contaminated or nonsterile cooling water was drawn into the containers/caps after autoclaving. The CDC estimates that 2000-8000 patients developed bloodstream infections (BSIs) from these contaminated IV fluids, and 10% of them in the studied hospitals died of bacteremia. 

Pharmaceutical manufacturing, QA, and QC are based on scientifically sound specifications, test methods, and procedures, not on vague generalities. It is always better to have a stated specification and required testing than it is to rely on vague wording.

 The USP water chapter currently requires that source or feed water meet the EPA standard. USP water chapter 1231 notes that “the major exogenous source of microbial contamination is source or feed water. Feed water quality must, at a minimum, meet the quality attributes of drinking water for which the level of coliforms are regulated. A wide variety of other microorganisms, chiefly gram-negative, may be present. These microorganisms may compromise subsequent purification steps… Endotoxin levels may be minimized by controlling the introduction of microorganisms and microbial proliferation in the system.”

If the agency wishes to harmonize with world regulatory requirements for source water used for pharmaceutical products, there is a mechanism to do that – through the International Conference of Harmonization (ICH).


In the United States, municipalities usually test to the EPA standard. Pharmaceutical companies should be receiving copies of the municipal testing of the water, and reviewing the results. If the required testing is not done, then the pharmaceutical company needs to perform the testing.


Developing nations. Developing nations like China or India, however, which increasingly produce active pharmaceutical ingredients and pharmaceuticals for the U.S. and world markets, may not have national drinking water standards or be following WHO guidelines on water testing. There have been many news reports and studies documenting high levels of arsenic, fluoride, nitrates, selenium, coliforms, and other contaminants in the water, even though the water is considered safe to drink. Pharmaceutical manufacturing plants in developing nations need to test their source or feed water to a stringent, applicable standard.

In 2007, there was a recall of bottled drinking water in the U.S. due to high levels of arsenic, a toxic substance and a known carcinogen, in the water. The water imported from Armenia contained 454-674 micrograms of arsenic per liter (FDA’s standard for bottled water is no more than 10 micrograms of arsenic per liter). 
Last year, due to lack of sufficient funding, FDA only inspected 15 manufacturing plants in China, and 32 facilities in India, even though 80% of the active pharmaceutical ingredients used in U.S. drug products are sourced outside the United States, and sales of these APIs were estimated at $42 billion in 2006. What data does FDA have to support loosening the required water standard?
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Not all municipalities in the U.S. test to the required EPA standard. Contamination can also be found in US water supplies; for example, polonium has recently been discovered in well water in Nevada. In summer 2007, the U.S. Geological Survey reported that 25 wells in Churchill County, Nevada, contained the carcinogenic, radioactive isotope polonium-210; 13 of them exceeded the EPA Maximum Contaminant Level for “gross alpha radioactivity” in a public water supply.

Unless the required water systems in use inside manufacturing plants can always, without a doubt, remove all harmful substances or pathogens, keeping the tight water standard is recommended.

Evaluation. Is it true that the agency is harmonizing requirements with the European Union and Japan? And with other FDA regulations? I believe FDA was attempting to harmonize source water or drinking water standards with the European Union or Japan. However, both the European Union and Japanese GMP requirements for water used in pharmaceutical manufacturing are more specific and detailed than what FDA is proposing. Both have basic requirements for all water used in pharmaceutical manufacturing, and more stringent requirements for water used in aseptic or sterile manufacture.

Is FDA harmonizing the pharmaceutical GMPs with other FDA standards? FDA still requires that water meeting the EPA standard (40 CFR 141) be used for the control of communicable diseases (21 CFR 1240.3m) and for interstate conveyance sanitation (21 CFR 1250.3j). Why would FDA propose loosening the basic water quality standard required to manufacture pharmaceutical products safely?
Water Requirements and Proposal
US CGMP Water Requirements (211.48a)

Potable water shall be supplied under continuous positive pressure in a plumbing system free of defects that could contribute contamination to any drug product. Potable water shall meet the standards prescribed in the Environmental Protection Agency’s Primary Drinking Water Regulations set forth in 40 CFR 141. Water not meeting such standards shall not be permitted in the potable water system. 

Direct Final Rule Proposal (proposed 211.48a)
Water supplied by the plumbing of the facility must be safe for human consumption. This water shall be supplied under continuous positive pressure in a plumbing system free of defects that could contribute contamination to any drug product.

FDA states in the preamble to the direct final rule (which is not enforceable)

that “Compliance with the standards set forth in the regulations currently prescribed by the EPA would be acceptable under this revision, as would
FDA Docket 2007N-0280, page 4 of 21
compliance with the standards set forth in the current regulations of the EU or Japan for potable water used to prepare water for pharmaceutical purposes.”
Compare to:

European Union GMP Water Requirements 

Distilled, deionized, and where appropriate, other water pipes shall be sanitized according to written procedures that detail the action limits for microbial contamination and the measures to be taken. (Chapter 3, Premises and Equipment)

Water sources, water treatment equipment, and treated water should be monitored regularly for chemical and biological contamination and, as appropriate, for endotoxins. Records should be maintained of the results of the monitoring and of the actions taken.” (Annex 1 requirements on sterile medicinal products)

Compare to:

Japanese GMP Water Requirements

The building and facilities for the manufacturing sites of the product shall comply with the following requirements…. They shall be provided with facilities for supplying water (including water for cleaning the facilities, instruments, and containers) of the quality and quantity needed to manufacture the products.” (Article 9, Buildings and Facilities, Standards for Manufacturing Control and Quality Control of Drugs and Quasi-Drugs)
The buildings and facilities of the manufacturing site for the manufacturer… shall comply with the following requirements, in addition to the requirements specified under Article 9…. The facilities for supplying distilled water etc. required to manufacture the products with sterile drugs shall be provided with adequate structure for the prevention of contamination of the distilled water etc. by foreign matter or microorganisms.” (Article 23, Buildings and Facilities of Manufacturing Sites of Sterile Drugs)
The manufacturer etc. shall, when manufacturing the products with sterile drugs, have the manufacturing department perform the following duties… to properly establish and control the control values of the microorganic and physicochemical items required for the manufacturing water according to the purpose of use.” (Article 24, Manufacturing Control)
Questions: Does your proposal harmonize with world GMPs and your other regulations? Why place a critical requirement (that water meet the EPA, European, or Japanese drinking water standard) in the preamble where it is unenforceable? Are there sufficient data on water quality used in manufacturing facilities in developing nations to
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be able to make this proposal? What data does the agency have to demonstrate the removal of harmful pathogens and substances in pharmaceutical plants’ water systems?
Recommendations: Recommend keeping the defined EPA water standard without amendment. A defined specification, required testing, and maximum contaminant levels are preferable to a vague statement. Alternatively, work with ICH to harmonize drinking water or source water standard. Consider gathering data from international and domestic manufacturing inspections re: the quality of water used, and the effectiveness of standard water systems to remove contaminants. At a minimum, state required water quality and that source or feed water be tested for pathogens and harmful substances, with their risk mitigated or reduced to a stated, acceptable level.
Risk-based approach. Applying a risk-based approach, will this proposal reduce risk to consumers? Or increase it? It would increase risk, particularly if the change is interpreted as weakening the requirements and source water is not appropriately tested or treated. Would FDA consider a problem with contaminated source water or lack of sufficient water testing or treatment to be a major or a minor problem? It would be considered a major problem. Per the FDA Compliance Program Guidance Manual for Active Pharmaceutical Ingredient (API) Process Inspections, failure to demonstrate that water, including validation of the process water purification system, used in the final step of the API process is chemically and microbiologically suitable for its intended use and does not adversely alter the quality of the API is considered worthy of regulatory action. In the FDA Compliance Program Guidance Manual, Drug Manufacturing Inspections, release of materials for use that do not conform to established specifications and lack of validation of water systems as required depending upon the intended use of the water would also lead to regulatory action.
Conclusion. Since this proposed change is neither minor nor noncontroversial, I believe this change should not have been issued in a direct final rule. 
Verification by second individual
Proposal. FDA is proposing eliminating the current required double check for critical steps such as weighing, adding materials to the batch, and verifying equipment cleaning if an automated system is used. The specific sections of the regulation include charge-in of components (211.101 c and d), equipment cleaning and use log (211.182), calculation of yield (211.103), batch production and control records (211.188 b 11) and automatic, mechanical, and electronic equipment (211.168 c).  In those instances, FDA is proposing that only a sole verifier may be used to confirm that the automated equipment is working properly.

Rationale. In the preamble, you state that these revisions clarify your long-standing interpretation and policy that verification by a second individual may not be necessary when automatic equipment is used under 211.68. “Rather, in those situations, only one person is needed to verify that the automated equipment is functioning adequately. In cases where there is an operator for the automated equipment, the verifying individual may be, but is not required to be, the operator.”

Comments. This proposal is controversial for several reasons. One is that in the preamble, FDA states that the verifying individual may be, but is not required to be, the 
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operator. This is a direct contradiction of the CGMPs. CGMPs require that all individuals shall have education, training, and experience in order to do their jobs (211.25 a). Why would FDA allow a nontrained operator to perform sole verification of a critical step if an automated system is used? Why would FDA make a comment like this in the preamble (and not in the regulation itself?) Why would FDA negate its own regulation in the preamble?
Since one of the top cites in 2007 warning letters issued to drug and biologic companies concerns the use of automated equipment, why would the agency propose loosening current requirements?
 The other controversial point is that eliminating a double check for verifying cleaning or adding materials to the batch is problematic – because an error in those operations would be difficult to detect (you can only test for what you know to test for). The error may not be discovered prior to distribution, and may result in patient injury and product recall.

We have had numerous serious contamination and cross-contamination cases over the years. In 1941, nearly 300 people were killed or injured by one company’s sulfathiazole tablets, a sulfa drug that was contaminated with the sedative phenobarbital. That caused FDA to revise its manufacturing and quality control requirements, leading to what would later be called the CGMPs. In the 1960s, there were widespread cases of penicillin contamination of nonpenicillin products. This led to a passage in the GMPs requiring tighter controls for penicillin manufacture.

Lest anyone think that contamination or cross-contamination issues are a thing of the past, in 2007, FDA sent a scathing warning letter to a firm which had major contamination with penicillin at its drug repackaging facility. This firm supplied 1.4 nursing home residents in the U.S. and Canada with multiple pharmaceutical products. If an elderly patient died, would it be due to natural causes or due to an allergic reaction to penicillin on their usual medications? 


Risk-based approach. Would this change increase risk to patients and consumers? Or decrease it? I believe that it would increase risk, particularly if an untrained operator performed the sole verification, or if there were an error in verifying the cleaning or adding materials to the batch.  If patients were injured due to a failure to confirm that any previous product had been thoroughly cleaned out of the tank – or an error in adding the wrong raw material to the batch – FDA would consider it a serious violation and worthy of possible regulatory action. If an untrained operator were to perform the step, FDA investigators would cite the company for violation of existing GMPs.

Recommendations: Recommend that FDA eliminate the contradictory statement in the preamble allowing anyone other than the operator to perform the work. Recommend modifying or possibly deleting the ability to use a sole verifier for verifying cleaning and adding materials to the batch.

Conclusion: Although you can make a case with the phrase “how much checking is enough,” and some companies may be in favor of this change – since the FDA has included a contradiction of the regulation in the preamble (and one that would lead to regulatory action), this is a major change and should not have been issued as a direct final rule.
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Asbestos filters
Proposal. You are proposing eliminating permitting the use of asbestos-containing filters. The revised regulation would not permit any use of asbestos containing filters, and use of fiber-releasing filters may be used only when necessary, and only if another filter is also used to reduce the amount of shed fibers in finished product.
You would like to eliminate this line from the current regulation (211.172, filters):

Use of an asbestos containing filter, with or without subsequent use of a specific non-fiber releasing filter, is permissible only upon submission of proof to the appropriate bureau of the Food and Drug Administration that use of a non-fiber-releasing filter will, or is likely to, compromise the safety or effectiveness of the injectable drug product.” 

The following passage would remain:

Filters for liquid filtration used in the manufacture, processing, or packing of injectable drug products intended for human use shall not release fibers into such products. Fiber-releasing filters may not be used in the manufacture, processing, or packing of these injectable drug products unless it is not possible to manufacture such drug products without the use of such filters. If use of a fiber-releasing filter is necessary, ,an additional nonfiber-releasing filter of 0.22 micron maximum mean porosity (0.45 micron if the manufacturing conditions so dictate) shall subsequently be used to reduce the content of particles in the injectable drug product.


Comments. You make comments in the preamble that should be stated directly in the regulation. Many individuals do not read the preamble, nor train on its contents. The preamble is also not enforceable. You state in the preamble to the direct final rule that “FDA is not aware that asbestos filters are commercially manufactured for pharmaceutical use or that they are currently used in production of pharmaceuticals. Their use would no longer be considered good manufacturing practice.”
 Recommendations: Russell Madsen, a sterile expert, president of The Williamsburg Group,  notes that the current wording is incorrect, adding that the term porosity is the ratio of void volume to bulk volume of the filter media. He recommends that the sentence be changed to read: “If use of a fiber-releasing filter is necessary, an additional nonfiber-releasing filter having a maximum nominal pore-size rating of 0.22 micron (0.45 micron if the manufacturing conditions so dictate) shall subsequently be used to reduce the content of particles in the injectable drug product.”


I believe that, if it is possible that asbestos-containing filters are still available anywhere in the world (such as in China or India), it would be better to simply state in the regulation (not in the preamble, where it is not enforceable) that “The use of an asbestos-containing filter is not permitted.”


Risk-based approach: Would this proposed change reduce risk to patients or consumers? Or would it increase it? If asbestos-containing filters are available
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worldwide, and this was interpreted as allowing their use, it would increase risk. If a firm were using an asbestos-containing filter, would FDA consider it major or minor?              I believe it would be considered a major problem. I do not believe that this proposed change meets the criteria to be issued as a direct final rule.

Aseptic Processing

Proposal. Another controversial “proposed” change requires the “validation” of aseptic processes. Technically, it cannot be done, although you can ensure tight control. In the direct final rule, FDA proposes the validation “of all aseptic” processes. (Validating any sterilization process is already required.) The proposed change would read:
Appropriate written procedures, designed to prevent microbiological contamination of drug products purporting to be sterile, shall be established and followed. Such procedures shall include validation of all aseptic and sterilization processes. (211.113 b)

Another controversial proposed change is to require the validation of the depyrogenation of all containers. You also state requirements in the preamble that are not included in the regulation, and not legally binding: “To assure that certain drug products are suitable for their intended use, drug product containers and closures are required to be sterilized and depyrogenated to remove microbial contamination and pyrogens or endotoxin.”

The proposed change to 211.94 c is to add a stated requirement that depyrogenation processes be validated:

Drug product containers and closures shall be clean and, where indicated by the nature of the drug, sterilized and processed to remove pyrogenic properties to assure that they are suitable for their intended use. Such depyrogenation processes shall be validated.

James Agalloco, President of Agalloco & Associates, and a known sterile expert, points out that some containers are not susceptible to contamination. 
Other controversial points are that with these proposed changes, the agency is still relying heavily on its guidance document on aseptic processing, rather than codifying sterile or aseptic requirements. In addition, although the agency proposed requiring the validation of all manufacturing processes in 1996, you have not summarized pertinent comments received then in this new proposed rule.
Rationale. You confirm that you have not updated the current regulations to reflect current industry standards and practices, and in 2004, issued “Guidance for Industry: Sterile Drug Products Produced by Aseptic Processing – Current Good Manufacturing Practice.” You add in the preamble that you believed guidance would help reduce the incidence of manufacturing problems with sterile drug products and related shortages, and that the guidance was consistent with your efforts to harmonize
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with international regulatory requirements and develop more science-based guidance documents.

You add that “the agency notes these clarifications re: aseptic processing do not affect the applicability of the sterile processing guidance. The guidance’s recommendations on the ways in which manufacturers can satisfy certain aseptic processing regulatory requirements still apply.”
Comments. Since FDA is the regulator, there are problems in this approach. The Europeans, Canadians, and Japanese all routinely revise their regulations and all of them have defined requirements for the production of sterile or aseptically produced products. The United States is the only major world nation which has not yet codified its requirements for sterile or aseptic products, even though they are the most potentially dangerous dosage forms if they are improperly manufactured. In a direct final rule, you state that the guidance document is still applicable, and that you issued guidance to reduce the incidence of manufacturing problems with sterile drug products. This is bizarre.

I know that the agency needs to get sterile and aseptic requirements into the regulation, but it needs to be done according to the law. I also know that FDA has technical experts who have the depth of experience and the knowledge of pharmaceutical and biologics manufacturing to be making these proposals, but it does not appear that you are consulting them.
Recommendations: Russ Madsen states in his comments to the agency that
There is no means to comply….Aseptic processing cannot be validated. Through a system of risk evaluation and management, engineering and manufacturing controls, maintenance, quality systems, employee training, written procedures, environmental monitoring, strict adherence to aseptic technique, and minimal personnel intervention, a state of control can be established, ensuring the aseptically produced product consistently meets its pre-determined specifications and quality attributes. Once a state of control is established, process simulations (media fills) can be useful in confirming the state of control.
Jim Agalloco has similar concerns:

Aseptic processing simulations cannot validate an aseptic process.  The results obtained demonstrate the capability of the facility, equipment and operational controls to provide a minimal microbial contamination rate in a single event. They cannot be utilized to predict the outcome of a similar process performed at a different time, and thus cannot “validate” the aseptic process….Aseptic processing because it relies on controls of limited sensitivity, poor robustness, and a substantially greater involvement of personnel with their attendant variability is inadequately supported by the currently available in-process controls.  To consider it “validated” overstates our imperfect ability to measure and control it.  In addition, it could be interpreted as approval to relax the controls that are
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necessary for its success.  Aseptic processing is perhaps the most difficult of all processes to control in this industry; suggestions that it can be “validated” imply a level of control not yet attainable.

Both Agalloco and Madsen recommend changing the text in the proposed revision to not require that aseptic processes be validated.

Madsen suggests: “Such procedures shall include validation of all sterilization processes and a formalized quality risk management and control strategy for aseptic processes to provide assurance of requisite and continued process capability and product quality.” Agalloco suggests: Such procedures shall include validation of all sterilization/depyrogenation processes.  Aseptic processes shall be subjected to periodic assessment to demonstrate the capability of the control strategy to adequately support end product sterility. 
Regarding the proposed revision to 211.94(c) on depyrogenation, Agalloco recommends changing the wording as follows:  
 (c) Drug product containers and closures shall be clean and, where indicated by the nature of the drug and appropriate based on their method of manufacture, be sterilized and processed to remove pyrogenic properties to assure that they are suitable for their intended use. Such depyrogenation processes shall be validated.

He adds that “a blanket provision mandating depyrogenation of components based upon the nature of the drug does not recognize the inherently non-pyrogenic nature of many polymeric materials.  It would be more appropriate to give consideration to the component materials rather than solely upon the drug product for which they are intended.  This would eliminate requirements for depyrogenation of polymeric materials that are never in contact with aqueous materials and thus do not require depyrogenation prior to use.”

Risk-based approach. Will the proposed changes reduce risk to patients or consumers? Or would they increase it? They would reduce risk, although the terminology or wording of the control of aseptic processing (not the validation of aseptic processing) needs to be made accurate. In addition, no information in the preamble should add a requirement to the regulation, because only the regulation can be enforced.

The preambles are messy. You indicate that you do not think that there will be any opposition to your plan because you provide detailed information in the direct final rule preamble, and virtually none in the proposed rule. In 2006 when you issued both a direct final rule and a proposed rule to change the pharmaceutical GMPs to exempt phase 1 material from the GMP regulation, the preambles were identical.

FDA seems to be dancing around the fact that it has not yet codified sterile and aseptic requirements, that its guidance is still valid, etc., rather than simply taking the time to propose codified regulations. If there were a problem in a facility with its aseptic or sterile processing, FDA would obviously consider the problem major.
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Conclusion. These are major, substantive proposed changes, and controversial ones. Per FDA’s guidance on direct final rules, these proposed changes are not suitable for issuance as a direct final rule. Pertinent comments received in 1996 should also have been summarized in this new proposal.

Commentary
As you know, the Federal Food, Drug, and Cosmetic Act (Section 701 (e) (1) [21 U.S.C. 371] states that 

Any action for the issuance, amendment, or repeal of any regulation … shall be begun by a proposal made (1) by the Secretary on his own initiative, or (B) by petition of any interested persons…The Secretary shall publish such proposal and shall afford all interested persons an opportunity to present their views thereon, orally or in writing. 

As defined in the Guidance for FDA and Industry: Direct Final Rule Procedures, only the following situations permit FDA to issue a direct final rule:
FDA will only use direct final rulemaking procedures when the agency expects


that there will be no significant adverse comment. For example, FDA will


consider direct final rulemaking for minor, substantive changes to regulations;


incorporation by reference of the latest edition of technical or industry standards;


extensions of compliance dates; direct incorporations of mandates from new


legislation; and other noncontroversial rules where FDA determines that use of


direct final rulemaking is in the public interest and that the rule is unlikely to


result in any significant adverse comment.
A direct final rule is different from usual notice and comment rulemaking in that it requires the receipt of “significant adverse comment” to prevent it from going into effect. FDA usually issues a direct final rule in an emergency situation or when it receives a mandate from Congress. For example, after the 9/11 terrorist attack, Congress directed FDA to require food manufacturers to register with FDA in the Public Health Security and Bioterrorism Preparedness and Response Act of 2002. FDA required food manufacturers to register using an interim final rule, which was followed by a technical amendment and a final rule.
Typically when FDA issues a direct final rule, the agency is adopting current industry practices or otherwise implementing something about which regulated entities have been informally consulted with and have led the agency to believe is acceptable to them. FDA lawyers have historically been leery of approving direct final rules without some assurance that there would be few, if any, substantive objections.
Two years ago, FDA issued a direct final rule to exempt phase 1 clinical material from the current, good manufacturing practice regulation. The agency received significant, adverse comment and withdrew that direct final rule. Why would the agency 
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think that continuing to issue direct final rules is an acceptable business practice for promulgating the GMPs?

As you well know, FDA usually issues regulations using notice-and-comment rulemaking, discussing comments received and the agency’s thinking (whether it agrees or disagrees) in the preamble to the final rule. Preambles are guidance or an advisory opinion. Only a regulation is enforceable; rules and regulations are legally binding on FDA and the public.
Unlike rules, however, guidance documents are not legally binding on FDA or the public. By law, FDA employees may depart from guidance documents only with appropriate justification and supervisory concurrence. Per FDA’s internal procedure, MAPP 4000.2, Developing and Issuing Guidance for Industry, “the decision to deviate from a guidance document should be clearly documented.”
No new legislation is driving the current direct final rule; therefore, to issue

the current proposed changes as a direct final rule, FDA must be proposing either “minor, substantive changes” or “noncontroversial changes.”
The pharmaceutical GMPs have served us in good stead. Because improperly prepared or manufactured pharmaceuticals can kill, having a strict basic standard (current good manufacturing practices) is required. If FDA, as a federal law enforcement and public health agency, is not willing to uphold or enforce the law, the agency is in great danger of becoming irrelevant.
Withdrawal of 1996 proposed revision

In issuing this direct final rule, FDA has withdrawn the 1996 proposed revision, citing a change in approach. Reasons given are that the agency’s CGMP Harmonization Analysis Working Group from the Pharmaceutical CGMPs for the 21st Century Initiative reviewed the pharmaceutical GMPs with the GMPs of the European Union and other FDA GMPs (Quality System Regulation for medical devices) to identify differences and consider changing the regulations.

I believe FDA has been in a deregulatory period for the past few years. I also believe that one of the reasons FDA withdrew the 1996 proposed revision is because the agency did not want to respond to the comments received (1,500 total). In 1996, FDA received 298 comments concerning validation, from the proposal then to require the validation of “all drug product manufacturing processes, including but not limited to, computerized systems that monitor and/or control the manufacturing process” and to “validate any aseptic or sterilization process.”

Since FDA is now proposing requiring the “validation of all aseptic and sterilization processes” and also the validation of “depyrogenation processes” in this direct final rule, I believe FDA should have summarized pertinent comments received regarding validation in this new proposed rule. But FDA did not. A very knowledgeable QC expert told me recently that the 1996 proposed rule is much better than the current proposal. You have said that you will take comments received concerning the 1996 proposed revision into account as you make incremental changes in the GMPs, but you have not said that you will later revisit the proposed changes in the 1996 proposed rule. 
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Highlights of the withdrawn 1996 proposed rule included:

· Defined validation protocols, process validation, methods validation, and out-of-specification (OOS) results

· Required methods validation and process validation

· Added stated requirement that QC unit was responsible for reviewing and approving validation protocols, reviewing changes in product, process, equipment or other changes to determine if or when revalidation was needed, reviewing all records to ensure compliance with all established and approved written procedures and specifications before a batch is released or distributed, and reviewing and evaluating all investigations including all test results to ensure a thorough investigation

· Required time limits for production

· Added an excellent expanded section on batch failure investigations (211.192), incorporating suggestions from the Barr Decision court case, FDA’s later guidance on Investigating OOS Test Results for Pharmaceutical Production, and FDA’s Guide to Inspections of Pharmaceutical QC Laboratories

· Required that stability samples from at least one batch of each drug product each year be placed on the stability program

· Required validation of all drug manufacturing processes

· Broadened contamination control requirements to prevent contamination and cross contamination (beyond penicillin)

Considering that the top GMP deficiencies in facilities manufacturing drug and biologic products continue to be problems with investigations, validation, responsibilities of the QC unit, laboratory controls, testing and release, and batch record review, it is incomprehensible that FDA would not take this opportunity to incorporate many of the 1996 proposed changes in the current proposed rule. Considering that the agency claims that the direct final rule contains amendments that are “also consistent with current industry practice,” it is also unfathomable why the agency did not incorporate many of the above proposals.
In the preamble to the revocation of the 1996 proposed revision, FDA states under its “New Approach to Revising FDA’s CGMP Regulations” that

The emphasis of the new approach to CGMP arising from the 21st Century

Initiative will be to encourage timely detection of and response to emerging

adverse trends or indications that product quality has been compromised, and to

provide further clarity and modernize the regulations , and to harmonize various

aspects of parts 210 and 211 both internationally and with other agency

regulations.

As I submit these comments, FDA is en route or on site at a supplier of heparin active pharmaceutical ingredient in China that FDA has never inspected, even though by agency policy, it should have inspected the plant. The reason the site was not inspected was
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because an FDA employee incorrectly entered the wrong firm name to be inspected into the agency database. Doesn’t FDA require that entries in its databases be double checked? (Regulated industry must double-check its computer entries; it is a stated requirement in the GMPs). The current inspection has been prompted due to four deaths and 350 adverse reactions traced to the use of one company’s heparin sodium injection supplied in multi-dose vials. The site may or may not be behind the adverse reactions. Heparin is a medically necessary product used in kidney dialysis, certain types of cardiac surgery, and treatment or prevention of other serious medical conditions, including deep venous thrombosis and pulmonary emboli.  A blood thinner, it is used to treat and prevent blood clots in the veins, arteries, or lung, and is also used before surgery to reduce the risk of blood clots. If I understand correctly, the affected firm, Baxter, is one of only two suppliers of heparin injections in the United States, and the API plant currently being inspected is one of two API plants in China that supply heparin API for the U.S. market. (The other API plant, which provides API for Baxter’s competitor, the other heparin injection supplier for the U.S. market, has been inspected).
Simply responding to “adverse trends or indications that product quality has been compromised” is not the intent of the pharmaceutical GMPs. 
As a reminder: The pharmaceutical GMPs have stood us in good stead. Improperly manufactured pharmaceuticals and biologics can be deadly. Pharmaceutical GMPs can never be as broad as medical device GMPs, because medical device GMPs must cover a broad range of products  – from lower risk surgical gloves to high risk implantable devices such as pacemakers and defibrillators. Although pharmaceutical dosage forms differ, from tablets to suspensions to creams or ointments to inhaled products and injectables – drugs are all metabolized by the body. The pharmaceutical GMPs must be specific. 
Recent, pertinent events
Phase 1 proposal. FDA’s 2006 direct final rule to exempt phase 1 clinical material – the first time people are exposed to a compound – from the CGMP regulation received highly critical comments. If enacted, it would have exposed more than 20,000 patients a year to increased risk. Although FDA withdrew the direct final rule, the proposed rule is still on the books.

The agency also issued a companion guidance, Draft Guidance on Approaches to Complying with GMPs During Phase 1, that negated the GMPs (the guidance allows a non QC unit employee to release product to the clinic.) According to both U.S. and European Union GMPs, only a QC unit employee or a qualified person may release product for clinical trials or commercial use. FDA contradicted its own regulation in a guidance document. I believe the reason the agency made this proposal was to make it easier for colleagues at NIH and the National Cancer Institute (NCI) to make phase 1 material. The guidance was developed working with NCI employees, and the current FDA Commissioner previously worked for NCI. The question of “conflict of interest” arises. The entire proposal shows a lack of understanding of the importance of the QC unit. Mr. Horowitz describes the proposed rule and guidance as an “example of progress.”
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Part 11. In 2003 the agency shocked regulated industry by withdrawing most of its guidance documents on Part 11, the electronic records, electronic signatures rule, and issuing a new guidance document on Scope and Application which negates the existing regulation. The new guidance allows “actual business practice” to define whether someone is using an electronic record, rather than whether the record is stored electronically. The guidance states that fewer records are subject to Part 11, and if both an electronic and a paper copy of a document exist, if employees use the paper copy to make decisions, Part 11 does not apply. Using a guidance to suspend parts of an existing regulation is like the tail wagging the dog. FDA has been promising a revision of Part 11 since that time. And FDA is currently proposing allowing a sole verifier for critical manufacturing steps if an automated system is used.
We have had several serious and significant cases involving fraud and data integrity in the recent past which appear to have involved the manipulation of electronic data. In 2005, Able Laboratories, a generic company in New Jersey, was found to be deliberately changing failing out-of-specification (OOS) results to passing results and releasing product that was superpotent or subpotent, including heart medications. In 2007, FDA notified 1100 drug and generic companies that if they had used two laboratories of a global CRO to conduct bioequivalence or pharmacokinetic testing for them from 2000-2004, that they were to repeat their studies, reanalyze their samples, audit the results, etc. You determined that this firm had serious data integrity issues, after sending the firm warning letters in 2003, 2004, and 2006. Also in 2007, FDA issued two warning letters to OTC companies, historically considered low risk, for data integrity issues. (FDA may want to reevaluate its risk-based, site selection model for choosing sites to inspect, if you haven’t already, since we have seen a spike in the number of OTC recalls. One company recently recalled OTC pain patches due to risk of first degree, second degree, and third degree burns.)
Has the agency shot itself in the foot in not having an appropriate requirement for electronic records and signatures? Shouldn’t the agency address the use of computers in more detail before proposing allowing a sole verifier for critical manufacturing steps if an automated system is used? Mr. Horowitz describes the Part 11 guidance as an “example of progress.”

Proliferation of guidance. Mr. Horowitz recently stated that the agency was issuing guidance because it was easier: “As you know, our GMP regulations have not changed very much since the GMP initiative started, and you may wonder why. The answer is that we have tried to do as much as we could more quickly through guidance and other means, but we recognize that it will be necessary over time to adjust those regulations. However, regulation development is a very long and cumbersome process in this day and age. And we need to go about it therefore in an incremental fashion.”
Is that the only reason? Or is it because guidance is unenforceable? FDA issued an OOS guidance (rather than codifying the excellent 1996 proposed revision). FDA issued a sterile guidance (rather than codifying the full requirements), and FDA is apparently planning on issuing a validation guidance (rather than codifying the 1996 proposed revision).
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Guidance on Calibration of Dissolution Apparatus. In October 2007, FDA issued a draft GMP guidance document that contradicts USP requirements, The Use of Mechanical Calibration of Dissolution Apparatus 1 and 2, Current Good Manufacturing Practice, Draft Guidance. This guidance allows strictly mechanical testing of dissolution apparatus, and is in direct conflict with USP requirements.
Roger Williams, USP chief executive officer, recently submitted comments to the agency stating that:

USP maintains that mechanical calibration is a necessary but not sufficient means of ensuring consistency and comparability of measurements obtained with a dissolution test system. By allowing the use of mechanical calibration without a [performance verification test (PVT), formerly called an Apparatus Suitability Test] the draft Guidance substantial weakens the assurance of continuing consistency in the performance of affected drug products over time. Accordingly, USP requests that FDA withdraw the draft Guidance.

… FDA has provided no data to support its position in the draft Guidance that mechanical calibration alone is sufficient to ensure the integrity of a dissolution procedure. Much of FDA’s opposition to a PVT apparently arises because of erroneous assumptions about the USP Lot P Prednisone RS Tablet. FDA must have come to these conclusions without the benefit of the research in this area done by USP, and USP regrets that the time required for this research and its publication have limited effective dialogue with FDA on the topic…. It will be important not to abandon current approaches that have worked well before new opportunities become available. USP hopes that this work can advance jointly with FDA and welcomes the agency’s participation in this effort.

FDA used to have a USP liaison in CDER. Does that still exist? Why would FDA issue a guidance negating USP requirements? Why would FDA not discuss their concerns with USP beforehand? Since not meeting the assay requirements and defined compendial requirements in USP for all drugs having monographs renders a drug adulterated, is this guidance a violation of the Food, Drug, and Cosmetic Act? Why would the agency subvert USP requirements in its guidance documents?
Serious and significant product and regulatory failures. Over the last few years, we have seen increasing numbers of serious cases involving increasingly larger populations. In 2004, both the flu vaccine crisis, in which we lost half of the U.S. vaccine supply due to contamination, and Vioxx, in which there was an estimated 30% increased risk of mortality in taking a widely prescribed painkiller, came to light. In 2005, we had the Able Labs blatant fraud case. In 2006, the agency issued a direct final rule to remove phase 1 clinical material – the first time a compound is tested in man – out of the CGMP regulation. In 2007, the agency took action on serious data integrity issues at a contract research organization. Also in 2007, FDA issued a warning letter to the sponsor of the Ketek trial, even though fraud was discovered before the drug was approved. In the last few years, we have had melamine in pet food, E coli in spinach, malachite green and 
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antibiotics in imported fish, diethylene glycol in imported toothpaste, and Salmonella in peanut butter. Although some of the recent food problems have been in products imported from China, others have been homegrown. Still we expect more to come from overseas.
A question of intent
David Horowitz, FDA Deputy Associate Commissioner for Compliance Policy

Office of Regulatory Affairs, said at the FDA/AAPS/ISPE Pharmaceutical Quality Initiatives workshop in spring 2007 that there was an “Industry perception that GMP compliance was not adequately linked to public health protection.” In my opinion, this is not an industry perception. Industry routinely trains its employees on the regulations and the tragedies that led to their creation, with the goal of preventing future tragedies.
Mr. Horowitz briefly discussed at the same meeting some of the current direct final rule changes saying that the following changes were “clarification of low hanging fruit:”  potable water, aseptic processing, asbestos filters, and verification by a second individual. He gave as “examples of progress” the most recent Part 11 guidance, the Aseptic Processing guidance, the OOS guidance, and the proposed rule and guidance on GMPs for phase 1 clinical material.

Dr. Janet Woodcock, FDA Chief Medical Officer and Acting Director, Center for Drug Evaluation and Research, has been overhead saying that she thinks FDA is too tough on regulated industry. Maybe this explains why only 16 warning letters were issued in all of 2007 to drug and biologic companies – and they were for egregious violations. Dr. Woodcock has asked in recent presentations, “Can we achieve a few breakthroughs?’ including “regulatory oversight via “virtual inspections.”  FDA was given inspectional authority for a reason, and that is because virtual inspections do not work.
Dr. Woodcock has also said, in an oft-quoted statement, that “the desired state” or “mutual goal of industry, society, and the regulators” is:

A maximally efficient, agile, flexible pharmaceutical manufacturing sector that reliably produces high-quality drug products without extensive regulatory oversight.

Is this the goal of our society? Americans have not tasked the FDA to make it easier for pharmaceutical companies to manufacture drug products. The FDA is tasked to protect Americans, their children, and their elderly from harm. Note China has an “agile” pharmaceutical manufacturing sector that apparently expects a percentage of patient casualties or collateral damage as a matter of course. The purpose of the GMPs is not simply to respond to patient injury or harm – it is to prevent patient injury and harm. Other divisions of the FDA are geared to respond.
There are some who believe that the current leaders of the agency are seeking to change the FDA into a standards-setting organization, away from being a law enforcement agency. The perception of FDA headquarters failing to take action on recommended enforcement from FDA field investigators, including in cases of patient injury or death, has been well documented by members of Congress (see Prescription for
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Harm: The Decline in FDA Enforcement, House Committee on Government Reform, June 2006) and also internally by agency staff. FDA warning letters have dropped from 1712 in 1992 to 467 in 2007. In 2007, there were only 6 seizures and 12 injunctions for the entire year.

In recent presentations on pharmaceutical quality in the 21st century, Dr. Woodcock has noted regulators’ inspections [will be] audits of quality system implementation, and that traditional regulatory processes will run in parallel with the new approach. She has said that FDA’s role is to set and maintain product quality standards [not regulations], and that compliance offices are to establish quality system standards for cGMPs and related guidances.  She adds that FDA’s role is to determine conformance with application and quality standards, and to facilitate conformance with quality standards. She also adds that early adopters will be pioneers engaged in CMC pilots with FDA, and some products/firms will stay in current paradigm.

Maybe this explains the agency’s predilection for ICH standards and 
FDA guidance documents titled “CGMP,” rather than codifying its own regulations.

By law, FDA is responsible for performing inspections of drugs and devices to determine that adulterated products are not being introduced into interstate commerce. Adulteration of a drug includes if the methods used in, or the facilities or controls used for, its manufacture, processing, packing or holding do not conform to or are not operated or administered in conformity with current good manufacturing practice.

Although FDA inspects the QC unit (or quality system) during drug inspections, by law it is required to inspect against the GMPs. If Dr. Woodcock is advocating a different standard or a different level of scrutiny for certain firms (for example, firms that participate in a CMC pilot or submit “design space” documentation for a new product), FDA, HHS, and Executive Branch ethics requirements dictate that “employees shall act impartially and not give preferential treatment to any private organization or individual.” No double standard is currently authorized by the law.
Then and Now
In the preamble to the current direct and proposed final rule, the agency states that “since the development of the CGMP regulations in 1962, FDA has balanced the need for easily understood minimum standards with the need to encourage innovation and the development of improved manufacturing technologies…. In the preamble to the direct final rule, FDA notes that “we are taking this action as part of our continuing effort to revise outdated regulations without diminishing public health protections.” 


Is this true?  The GMPs were published in 1963 in response to the thalidomide tragedy, which caused an estimated 10,000 babies to be born deformed. In the preamble to the first proposed GMPs, the Commissioner said that FDA was proposing “the promulgation of the following regulations to establish criteria for current good manufacturing practice in the manufacture, processing, packing, and holding of drugs, to effect compliance with section 501 (a) (2) (B) of the act [Food, Drug, and Cosmetic Act]. He did not mention encouraging innovation and the development of improved manufacturing technologies, and the proposed GMPs were not issued as a direct final rule.
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A major revision to the GMPs was proposed in 1976 in the wake of the large volume parenteral tragedies in which hundreds of people died of bacteremia due to nonsterile IV drugs. These revisions were made final in 1978. The Commissioner noted that he wanted to “update them in light of current technology and to adopt more specific requirements better to assure the quality of finished drug products.” (italics added).

In the 1976 preamble to the proposed rule, the FDA Commissioner noted that
…publication of the proposed specific regulations regarding CGMP will allow all members of the industry an opportunity to participate in their preparation and to note the level of performance expected of them. Binding regulations will also serve to inform courts of FDA’s expert judgments regarding current good manufacturing practice for drugs in the United States; this will expedite and assist enforcement proceedings to assure compliance with section 501 (a) (2) (B) of the act.

In 1976, the Commissioner allowed 120 days for comments to be received, and the proposed GMPs were not issued as a direct final rule. He did not discuss the need to encourage innovation and the development of improved manufacturing technologies.

Two years ago, I asked Joseph Famulare, Deputy Director of Compliance for CDER, why the agency was issuing a change to the pharmaceutical GMPs as a direct final rule (to exempt phase 1 material from the CGMP regulation). He said “because we can.” Mr. Famulare is presenting on “The New GMPs” at a spring 2008 industry conference, even though we are still in the comment period. This to me indicates intent to simply push the direct final rule through.
Lack of communication
To my knowledge, FDA discussed, in a general way, some of the changes in its new direct final rule at only one meeting (FDA/AAPS/ISPE workshop on Pharmaceutical Quality Initiatives in spring 2007), although it is possible the changes were discussed at other meetings. Unfortunately, few QA employees usually attend AAPS or ISPE meetings, which are geared toward pharmaceutical scientists and engineers. I believe any proposed change to the GMPs should be widely discussed with industry QA, QC, and manufacturing employees. With the previous direct final rule to exempt phase 1 material from the GMP regulation, FDA discussed its proposal with the Manufacturing Subcommittee of the Pharmaceutical Sciences Advisory Committee (FDA has since disbanded this subcommittee) and also with members of at least one industry clinical trial materials group, although specifics were not provided to industry.
No dissent
Based on numerous news stories and testimony in Congress by FDA employees (Dr. David Graham, Dr. Ross, etc.) it is clear that the agency tolerates no dissent. Now it’s clear that the agency will tolerate no dissent from the public or regulated industry as well. I believe that FDA is dictating changes to the pharmaceutical GMPs unless you receive comments that rise to your standard of “significant adverse comment.” This is not “regulatory creativity.” It is a subversion of the Food, Drug, and Cosmetic Act.
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Comments heard

Since this direct final rule was issued, I have heard the following comments from many different, highly experienced industry professionals:

· “Every once in awhile, the agency needs to be pulled up short.”

· “The FDA needs to get its act together.”

· “These direct final rules have got to stop.”

Regarding the agency’s statement that the operator need not perform the proposed sole verification of a critical step performed by an automated system, one person said “That’s just plain stupid.” Another asked: “Who is the agency proposing should perform the verification? The janitor?”

Possible unintended consequences

I believe that if some of these “proposed” changes are enacted as currently written, that they may expose Americans to a level of contamination or cross contamination that we have never before seen or imagined. Pharmaceutical manufacturing and QA does not allow a “button pushing” mentality. The use of automated systems carries with it the need to train operators and have individuals with higher level skill sets. If contaminated water is used in product manufacture, it may result in possible patient injury, possible long-term exposure to harm, and recall. If sole verifier checks are not properly performed, violative product may not be detected until it is distributed—particularly if there are errors in equipment clearing and verification, cross contamination from a previous batch, or the wrong raw material added to the batch – resulting in possible patient injury or product recall. If asbestos-containing filters are still available anywhere in the world, you have to assume that somebody somewhere may use them in pharmaceutical manufacturing unless you specifically state that they are prohibited in the regulation. And regarding the water standard – in my opinion, the agency should never propose lessening a strict standard unless you have data to prove that this will not put American consumers at risk.

Key questions
*  Why is FDA issuing direct final rules concerning GMP regulations that require “significant adverse comment” or they become final?

* Is the agency subverting the Food, Drug, and Cosmetic Act by proposing major and controversial changes to regulations as direct final rules?

*  Is there a documented justification (or deviation) and supervisory concurrence within the agency for not complying with its own Direct Final Rule procedure?

* Why does the agency feel its current actions are noncontroversial when the 2006 direct final rule to exempt phase 1 material from the GMPs was withdrawn due to significant adverse (and highly critical) comment?

* Why is the agency not consulting with industry beforehand about proposed regulation changes? Why is the agency not widely discussing specifics of its proposals beforehand with regulated industry?
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* Why does FDA issue guidance documents that are in conflict with existing regulations and USP monographs? Why does the agency want to issue unenforceable documents? Since the agency’s draft GMP guidance on calibration of dissolution apparatus directly contradicts current requirements in the U.S. Pharmacopeia, is this document illegal, and a violation of the FD&C Act?
* Why is the agency attempting to put critical information in a preamble rather than in the regulation? Why does FDA not want critical requirements to be enforceable?

* How are FDA staffers, who propose new regulations or guidance documents -- or approve them -- trained? Is annual refresher training on the laws and regulations FDA enforces required? Do they periodically accompany FDA investigators as observers to remain current with drug manufacturing? What are the required qualifications to be an FDA policymaker or approver? 

* Why is FDA continuing to rely on a patchwork quilt of guidance documents – none of which are legally binding – for such critical items as aseptic processing, handling out-of-specification results, and validation? Why is the agency continuing to issue unenforceable guidance? Why do some FDA officials consider guidance documents that negate existing regulations “progress”?

* Why has the agency not incorporated the longstanding proposed labeling revisions? Why did the agency withdraw the more detailed 1996 proposed revision? Will the agency incorporate ideas from the 1996 proposed revision into future revisions? Why hasn’t the FDA revised Part 11 as promised, particularly since it’s now proposing a sole verifier of critical steps if an automated system is used? Why is the agency subverting its own regulations and the law?
Conclusion

Thank you for the opportunity to submit comments. I ask that the agency withdraw the direct final rule, and that you use comments received to develop a final rule using usual notice and comment procedures. I also ask that you no longer use direct final rules to amend GMP requirements unless there is compelling reason. Finally, I ask that you begin codifying requirements rather than relying on guidance documents, which are unenforceable, for critical issues such as sterile processing, validation, and the handling of out-of-specification results.

Sincerely,








Barbara K. Immel








President, Immel Resources LLC








And Editor, Immel Report™
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