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June 4, 2002

Dockets Management Branch (HFA-305)

Food and Drug Administration

5630 Fishers Lane

Rockville, MD 20852

Submitted electronically to: fdadockets@oc.fda.gov
Re: (Docket No. 98D-0266( Draft Guidance on Current Good Manufacturing Practice for Positron Emission Tomography Drug Products; Availability

Attention: Dr. Brenda Uritani, CDER

The stakeholders in PET radiopharmaceutical production at Syncor International Corporation have reviewed the draft guidance for current good manufacturing practices for positron emission tomography (PET) drug products that was published in the April 1, 2002 issue of the Federal Register. We offer the following comments and suggestions regarding this document to you and members of the Agency’s PET Steering Committee. These comments are being submitted electronically as directed in the “Comments” section of the Federal Register announcement.

Syncor International is a leader in PET products provided to the healthcare system. We currently have ten PET radiopharmaceutical production sites in this country, operating as Syncor Advanced Isotopes, LLC, a wholly owned subsidiary of Syncor International Corporation. The comments that follow have been submitted by the following Syncor stakeholders:

Katherine Seifert, Executive Director of Quality and Regulatory for Syncor International 

Janice Brownlee, Program Director, FDA/Quality Systems for Syncor International

Dennis Eshima, Director of Technical Operations, Syncor Advanced Isotopes, LLC

Charles Parraga, Regional Supervisor, Syncor Advanced Isotopes, LLC

Dao Pho, Regional Supervisor, Syncor Advanced Isotopes, LLC

Tony Tascione, Regional Supervisor, Syncor Advanced Isotopes, LLC

Most of these individuals, as well as other Syncor stakeholders, also attended the Public Meeting held on May 21, 2002.

In general, we find the Draft Guidance to be helpful, though perhaps too prescriptive, in determining how we should comply with the Preliminary Draft Proposed Rule for 21CFR Part 212. Though FDA Guidance documents are not intended to be applied as requirements, they have often been interpreted to represent an acceptable way of doing things. If you then choose to do it an alternate way, you should be prepared to explain why you believe your way achieves the same level of control and satisfies the regulatory requirement. We have some concern that the detailed recommendations made in parts of this guidance, though well-intentioned, will become “best practices” in the eyes of inspectors and used as a standard against which other methods will be weighed, when in fact those other methods might be just as effective or better at achieving the desired outcome. We are also concerned that the recommended means of complying with some requirements may exceed the actual requirements of the rule. We urge the Steering Committee to carefully look for places in this Guidance where less prescriptive recommendations could be provided, where multiple examples of compliant practices can be offered instead of one, and to ensure that the examples given do not exceed the requirements of the rule.

We have also identified within the Draft Guidance the following issues that we believe should be further modified or clarified to best serve the PET industry and the caregivers/patients it serves:

Section II. C. Lines 166-172 

This section states that CGMPs would be applicable to PET drug products to the point of final release of a finished dosage form, including multiple dose containers and pharmacy bulk packages.  Please clarify that the distinguishing line between PET Drug Production, subject to FDA requirements of CGMPs, and the practice of pharmacy, would be when the product is transferred from the manufacturing site to a) the pharmacy for individual patient unit-dose prescription preparations, or  b) to the clinical site for patient administration under the direction of the physician.  This is the traditional scope of CGMPs for drug manufacturing vs. the Practice of Pharmacy or Practice of Medicine, and we assume that is what is intended in this section.  However, the wording used “final release of the finished dosage form, including multiple dose containers and pharmacy bulk packages” makes this line of demarcation sound vague. We support the interpretation presented by Dr. Ravi Kasliwal at the meeting of May 21, 2002 regarding where GMP’s should start and end. Please clarify that the traditional scope of manufacturing vs. practice of pharmacy or medicine applies.

Section III. B Lines 201-230 and 

Section IV.B Lines 291-297 and other sections

The staffing levels, facility requirements etc. should correspond to the actual operations of each PET Center and what they need in order to make safe and effective product and meet the requirements of the rule. The size of the facility, the parent company or corresponding institution will not change those needs. In addition, “complexity” cannot simply be defined by the number of doses being made, because the production requirements and process are the same whether you are making one dose or fifty doses. Offering more than one PET drug would however introduce additional complexities because you now have increased potential for mix-ups, cross-contamination, traceability problems etc. We would urge you not to base guidance recommendations on size of the production lot, PET Center or operation and instead look at the number of different products made as a possible discriminator, if one is needed at all.

Section V.B.2. Line 382

We believe storage of samples for sterility testing should initially be done in the hot cell to maintain low radiation exposure in the lab area until the next morning. They can then be removed from the hot cell to a pass through box for initiation of testing the next morning. Please clarify that storage of sterility samples is meant to imply once the testing is to be initiated.

Section V.B.2 Lines 388-390

Where PET Centers have the LAFW in a separate area, and in some cases with an ante-room, the concern about other personnel in the area is minimized. Therefore this recommendation should be qualified to say, “If the LAFW is not separated from the production area, container assemblies…”

Section V.C.1 Lines 462-466

PET Centers be should able to “grandfather” in equipment, vendors and materials that have, in essence, been qualified through use as of the effective date of the rule. They should be able to simply make a list of such things and suppliers that were in use prior to the implementation of the new rule and then indicate in their procedures that any future changes to these will be done according to the appropriate qualification and change control procedures.

Section V.C.1.a. Lines 479-493

This recommendation should probably be before each day of use as you would not necessarily do each of these before each batch if you do multiple batches. In addition, we do not feel it may be necessary or advisable to replace all the tubing before each run. Replacing the transfer lines from the mini cell to the hot cell in centers doing multiple batches per day, could mean potential overexposure to radiation. We believe this section should say that the appropriate tubing etc. should be changed. 

V.C.2 c Lines 581-589

There are many dose calibrators in use that are not connected to printers.We believe this should refer to dose calibrator output and not require it to be from a printer. Also, one NIST source, such as Na-22, should be sufficient for the annual accuracy test since it gives off 511 KeV.

VI.B. 1 Lines 646-652

Please verify that vendors can be qualified through several means, including historic evidence of their ability to meet specifications, and that this qualification can take place as you are qualifying their material through comparative use in your product. 

Secondly, we request that the statement about getting the vendors to report changes will be framed as a “should request” rather than “should obtain”, because very few vendors are willing to provide a written or verbal assurance that they will notify you of changes- major or minor – to their products. This is especially true if you are a small customer in their eyes.

VI. 4.b Lines 722-726

In this example of how the reliability of the supplier’s test results could be established, we believe that certain tests indicated on the Certificate of Analysis could be repeated or selected for verification, based on their significance to the product, and that it would not always be necessary to verify all of the test results on the COA.  Alternatively you could verify the test results over the course of the first 3 lots received- i.e. 3 of 9 tests on the first lot, 3 on the second etc. or choose the most important ones to your product and just test those ones for all of the first 3 lots.

VI.4.b Lines 734-736

This discussion implies that the most specific identity test is to be used when it is available. However, the “specific “ test may be impractical in actual application due to the cost of the equipment or the time it takes to do that test compared to the risk involved. If you have verified the validity of the supplier’s Certificate of Analysis, and the risk of the misidentity of the component has been considered, a variety of methods for assuring identity should be allowed, including those that may be less specific. The most “specific” tests may really only be needed for those components where the misidentity of the component would otherwise not be detectable during processing or finished product testing, and its effect is considered potentially adverse. Perhaps this should state, “You must conduct identity testing, using appropriate methods, on each lot…” and leave it up to the facilities to determine what is appropriate given their supplier confidence, the components used, their production processes and PET drug product.

VII

In this section there is one reference to compliance with 21 CFR Part 11 (p. 21) and a second one is implied (p. 24).  We believe that a requirement for Part 11 compliance exceeds the scope of Part 212.50.  We are confident that software programs used in our production facilities achieve their intended function accurately and reliably.  Much of the software used for PET applications was written over the past decade by vendors who were not engaged in software development for FDA-regulated operations.  The PET radiopharmaceutical industry will face unavailability and economic hardship with the requirement for software validation and audit trails as specified Part 11 and the PET CGMP Guidance.  We suggest that the Agency either exclude this requirement or allow a grace period of at least 5 years before requiring software that is fully compliant with Part 11, especially the requirement for audit trails.  In other words, the paucity of Part-11 compliant software for PET sites and the expense and time of such software development make compliance either difficult or impossible at this time. 

VII A Lines 812-813

Since there is only one container of product at the end of the process, and every batch is tested before release, it is not clear why the entire process must be validated when it has been used for years. If the concern is for those things that would not show up during final testing of the drug product, perhaps it should be identified where in the process that potential nonconformance could occur and just that aspect of the total production process needs to be validated.

VII B Lines 840-842

We are not exactly sure what is required by this section, and ask that it be clarified.

VII B Lines 854-856

We do not agree that there should be such a requirement on yield, as it is not indicative of product quality for PET drug products. If a PET Center wishes to monitor yield as an indicator of process performance, need for preventive maintenance or as an economic issue should be at their discretion, not be required. Yields for other drug products must be monitored because you cannot realistically test every capsule or bottle to determine if it received the correct amount of ingredients. You rely in those settings on process validation and testing of samples, and then use the comparison of theoretical yield to actual yield as a means of determining that at least in theory each product got the amount of ingredient it is purported to have. In the case of a PET drug you get one bottle at the end and its concentration and activity must meet specification in order for it to be released. Whether that bottle contains as much volume as you had hoped or not does not affect the quality of the resulting product.

VII B Lines 861-864 and 879-883

We believe that a reference in the Master record to the equipment manufacturer’s manual, which contains a full description of the in-process steps and controls done automatically, would be sufficient to satisfy the need for this description. We also feel that the attachment of the printout at the end of synthesis, which documents the in-process activity would be sufficient to document that it occurred. 

VII B Line 897

Recording which equipment was used in the batch record should only be necessary if there is more than one piece that could have been used. If a PET Center only has access to one GC, recording which one was used is unnecessary. If they were to have two available, recording which one was used would be needed to create a complete record of production.

Section VII C 7 Lines 1013-1015

Since each filter will be integrity tested at the time of use, why is it necessary to test a sample of a lot upon receipt? It would seem that a review of the Certificate of Analysis and inspection should be sufficient when the filters arrive, as long as each filter is tested later.

Section VII D Lines 1031-1033

The FDA’s Quality System Regulation, specifically 21CFR 820.75, states “Where the results of a process cannot be fully verified by subsequent inspection and test, the process shall be validated with a high degree of assurance and approved according to established procedures”. While we realize those regulations were written with medical devices in mind, the applicable principles for process validation are the same. The Global Harmonization Task Force Draft Process Validation Guidance of 1998 also supports the concept of “special processes” needing validation as being those that cannot otherwise be fully verified. Therefore it may not be necessary for the entire process used for the production of a PET drug to be validated, because at least some aspects may be able to be fully verified through subsequent test or inspection, every batch is tested, and because there is only one product container at the end of the production from which the testing material is drawn. We would recommend, in order to reflect current approaches to validation, that this section start, “ Where the results of a PET drug production process cannot be fully verified through subsequent inspection and test, that process must be validated….”.

Section X 

Many pieces of equipment that are required to release PET products are relatively expensive and quite challenging to maintain and operate; these are described in Section V of the guidance, along with the guidelines to qualify and calibrate the equipment and establish cleaning and maintenance procedures. Even under the best of circumstances and even in the presence of appropriate preventative maintenance, some of these complicated pieces of equipment will invariably fail to operate as intended, and the problem will not be recognized until the production is well underway.  This may involve Quality Control Equipment that is used in the assessment of the quality of a PET radiopharmaceutical that has just been produced. Repair and recalibration of this equipment will generally require at least one day. By the time the QC equipment would be ready to use again, the production run would be unusable, impacting patient care.  We urge you to incorporate into the draft guidance a suggestion for managing an incomplete assessment of a final product.  For example, if the historical data for gas chromatographic analysis of a PET product has been consistently meeting specifications and all in-process controls met expected criteria, then it is not justifiable to withhold and cancel PET-product doses to numerous patients.  We suggest that this section be modified to allow procedures for acceptance of a batch utilizing retrospective testing under certain circumstances spelled out in the procedure, for the rare occurrence of equipment failure that threatens to deny release of a PET product on a timely basis. 

Section X C Lines 1210-1213

We suggest that the requirement for sterility testing (Section X.C Microbiological Tests for Sterile PET Drugs) be modified to allow for initiation of testing on the next workday, rather than within 24 hours. The sterility test is retrospective; therefore, it would seem that the extra time required and the radiation exposure risk for PET facility personnel to initiate the test in the 24 hours following EOS, including holidays and weekends, would be impractical.  The staffing requirements for PET facilities are already difficult, and the requirement to perform sterility testing within the next day, including weekends and holidays, would be an additional burden.  A more appropriate requirement would be to perform the sterility testing on the next workday.

We would also like to request that the rule and guidance acknowledge that the USP allows for one sterility test per production period. So PET centers that are doing multiple runs of one product per day, should only have to test one of  those runs for sterility, but the run chosen should be consistently applied.

Section X Lines1239-1241

 Though not specifically required in the rule, this section of the guidance mentions the need for notification of final release to the receiving facilities. We believe this should be at the discretion of the PET center how to handle this, but whatever method chosen must be applied consistently. If the facility chooses to only notify when the batch does NOT pass all criteria for final release, that should be allowed since that is much more the exception and more apt to be done conscientiously. Under such circumstances, confirmation of receipt of the notification would have to be made as part of the nonconformance investigation and the proper corrective action documented. If on the other hand, the receiving facilities were to be notified for all shipments to be told it is released or it is not, the notification might not be noted as carefully and taken as seriously. The question will ultimately be, “Is the method being used effective in preventing the final release/distribution of nonconforming product and is it applied consistently?”

Section XI Lines 1303-1304

The need to verify the contents of each label for accuracy and completeness is the same no matter what volume is produced or how many types of PET drugs, so the qualifier here of “ large volume” is considered inappropriate. If this can be done by the QC unit, that is fine, but in a one-person operation the need would still be there.

Section XII B Lines 1323-1326

When a receiving facility disposes of a recalled product a written acknowledgment should be obtained by the PET drug producer, but this should be allowed in e-mail or fax form since these describe the sender. It is too restrictive to require a “ signed statement”. 

We appreciate the opportunity to comment on the draft PET Guidance for CGMP.  If you would like to discuss any of these issues further, please contact Kathy Seifert at 818-737-4514 or seifertk@syncor.com.
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