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June 5, 2002
Dockets Management Branch 

(HFA-305)

Food and Drug Administration

5600 Fishers Lane, Room 1061

Rockville, MD 20852

RE: Docket Nos. 99N-4063 and 98D-0266  

Dear Sir/Madam:

The American Pharmaceutical Association (APhA) is pleased to submit comments on the requirements of Sections 121(c)(1)(A) and 121(c)(1)(B) related to the current good manufacturing practice for positron emission tomography (PET) drug products as published in the April 1, 2002 Federal Register.  APhA, the national professional society of pharmacists, represents more than 50,000 practicing pharmacists, pharmaceutical scientists, student pharmacists, and pharmacy technicians.  Within APhA, the Section on Nuclear Pharmacy Practice is comprised of nearly 400 pharmacists involved in nuclear pharmacy and diagnostic imaging, many of whom are directly involved in the preparation and dispensing of PET drug products.
APhA appreciates the Food and Drug Administration’s (FDA) efforts to develop current good manufacturing practice (CGMP) standards for PET drugs that are responsive to the needs of the PET community and take into account the complex and varied nature of PET drug production.  The “preliminary draft proposed rule” and draft guidance on CGMP for PET drug products address many of the concerns raised after the Agency released preliminary draft regulations in September 1999.  
Overall, the proposed CGMP standards for PET drug products are a significant improvement over the 1999 draft regulations.  The preliminary draft proposed rule outlines the minimum standards needed for PET drug production at various types of PET centers in a comprehensible manner, and the draft companion guidance provides PET producers with additional compliance information.  However, a few areas of the proposed regulations are vague and subject to interpretation by individual PET producers.  APhA recommends that the Agency further examine the proposed regulations and clarify certain areas of the rule. 

APhA offers comments on a few of the specific requirements outlined in the preliminary draft proposed rule and the draft guidance:
Preliminary Draft Proposed § 212.10 – Adequate Personnel and Resources: 
The preliminary draft proposed rule states that PET centers must have “a sufficient number of personnel…to enable them to perform their assigned functions, and adequate resources, 
including facilities and equipment, to enable them to perform their function.”
  According to the proposed rule and the draft guidance “adequate” personnel and resources is determined by the size and complexity of the PET center.  Small PET centers may only employ one or two individuals who are responsible for both PET drug production and quality control of his/her own work.  According to the draft guidance, this is an acceptable situation in small PET centers as long as the individual is highly qualified in both of these functions.
  However, in large PET centers, the draft guidance suggests that separate personnel should be assigned to PET production and quality control.  As raised by several commenters at the May 21, 2002 public meeting, neither the proposed rule nor the draft guidance provides any definition of what constitutes a “small” versus a “large” PET center.  The proposed CGMP standards leave it to the individual PET center to determine if it qualifies as a small or large PET center and which standard it is subject to.  APhA recommends that the Agency reexamine this requirement and determine if the size of the PET center should be the determining factor in the amount of personnel and resources required to meet CGMP standards.  If size is used as the determining factor, APhA requests that the Agency provide criteria to help PET centers determine if they are large or small.

Preliminary Draft Proposed § 212.80 – Labeling and Packaging: 
The preliminary draft proposed rule states that a PET drug product “must be suitably labeled and packaged to ensure that the integrity of the product is maintained during shipping.”
  The preliminary draft proposed rule and draft guidance describe the “suitable” labeling as labeling that remains legible and affixed to the packaging throughout the handling and distribution process.  According to the draft guidance, “different [labeling] approaches can be used as long as the approach ensures that the required information is available on the label.”
  While APhA appreciates the flexibility provided to PET producers in determining the appropriate labeling and packing for PET drug products, the proposed rule and the draft guidance do not address what “required” information must be contained on the drug product label.  APhA recommends that the Agency include information on the required labeling components for PET drug products in the proposed regulation and the companion guidance.  APhA suggests that the section on labeling and packaging refer PET producers to the labeling requirements included in the U.S. Pharmacopeia (USP) monograph for a given drug. 
Distinguishing Between PET Drug Production and the Practice of Pharmacy:
The draft guidance includes a section outlining how the Agency intends to distinguish between activities that it considers PET drug production and activities that fall under the practice of pharmacy.  According to the draft guidance document, the FDA considers PET 
drug production to “include all operations to the point of final release of a finished dosage form (includes unit does containers, multiple dose containers and pharmacy bulk packages).”
  The guidance continues to state that PET drug products that are “received by the receiving facility for administration to patients” are not subject to the CGMP standards or FDA regulation because use of the drug product is considered part of the practice of pharmacy or medicine, and as such, is subject to state-based regulation.
   APhA strongly supports the Agency’s inclusion of this distinction in the draft guidance.  It is important that PET drug producers and pharmacists involved in the administration of PET drug products are informed of the requirements their activities are subject to—and where CGMP standards end.  However, APhA was disappointed that this distinction was only included in the draft guidance, not in the preliminary draft proposed rule.  APhA requests that the Agency include information outlining the distinction between the practice of pharmacy and PET drug production in the proposed regulation.   
In conclusion, APhA supports the direction the FDA has taken in developing CGMP standards for PET drug products.  The preliminary draft proposed rule provides PET centers with substantial information to guide their compliance with CGMP regulations, while allowing them the flexibility to institute the regulations as they apply to their particular type of PET facility.  The draft companion guidance is also a helpful accompaniment to the proposed rule.  APhA encourages the Agency to include the guidance document with the release of the proposed rule.    
As the Agency reviews comments and begins development of the Proposed Rule and Guidance Document, APhA recommends that the dialogue between the Agency, the PET community, and professional organizations that represent health care professionals that produce or utilize PET drug products continue.  APhA and its nuclear pharmacist members are interested in working with the Agency to ensure that CGMP regulations for PET drug products provide for the production and administration of safe and effective PET drug products.
Thank you for your consideration of the views of the nation’s pharmacists.  Please contact Susan C. Winckler, APhA’s Vice President of Policy and Communications at 202-429-7533 or swinckler@aphanet.org, or Susan K. Bishop, APhA’s Manager of Regulatory Affairs and Political Action at 202-429-7538 or sbishop@aphanet.org with any questions.

Sincerely,
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John A. Gans, PharmD
Executive Vice President
cc:  Susan C. Winckler, RPh, JD, Vice President, Policy & Communications and Staff 

          Counsel 
       Susan K. Bishop, Manager, Regulatory Affairs and Political Action
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