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Purpose

This call was arranged to inform the Institute for Clinical PET (ICP) of work being done by the Agency to develop approval procedures for PET products as mandated by Congress in the Food and Drug Administration Modernization Act (FDAMA), and to obtain input from ICP regarding these efforts.  

Introduction

ICP stated its interest in having [18F] fludeoxyglucose (FDG), [13N] ammonia, sodium fluoride (NaF), [18F] fluoro-dopa (f-dopa), and [15O] water approved for use for indications as listed in the United States Pharmacopeia Drug Information (USP DI).  At CDER’s request, ICP has submitted literature in support of various indications for FDG and ammonia.  In particular, ICP expressed an interest in hearing feedback on an indication for myocardial viability for FDG.

CDER stated that the PET Steering Committee (PSC) charged with developing the new approval procedures for PET products includes representatives from the Office of the Center Director, CDER, the review Division (Medical Imaging and Radiopharmaceutical Drug Products), the Office of Generic Drugs, the Office of Compliance, and the FDA Office of the Chief Counsel.  The PSC has divided the task into three areas:  safety and efficacy; chemistry, manufacturing and controls; and current good manufacturing practices.  Today’s discussion focused on safety and efficacy issues.

General Overview of Literature Searches by CDER Pet Working Groups: FDG and Ammonia
Literature on FDG and ammonia are being reviewed by two Office of Drug Evaluation Deputy Directors.  Dr. Raczkowski is reviewing literature on FDG; Dr. Houn is reviewing literature on ammonia.  This work was begun in July, 1998.  The purpose of the review is to determine whether the published literature can provide substantial evidence of safety and effectiveness for one or more uses of these products.

Literature Search Procedure

CDER did not limit the review to the literature submitted by ICP, but did prioritize its literature search based on the literature submitted.  A formal mechanism was used for both products to conduct a broad search utilizing PDQD, Medline, and HEALTH search engines.  Parameters for the search included English language only; no abstracts; articles from 1990 to July 1, 1998, containing human data in clinical trials; and searching on the subjects “PET,” “Positron Emission Tomography,” and “Nuclear Medicine.”

ICP Comment on Search Procedures

ICP replied that literature searches can be up to a year behind, and that they may be able to provide newer articles which are key to supporting indications for these products.  ICP also agreed to identify critical articles, particularly for brain indications for FDG published prior to 1990.

ICP stated that the articles submitted were selected by people who thought they were critical to support indications for the products.  A large list of articles was generated by ICP, and peripheral articles were removed prior to submission.  

Current Status of Literature Review

To assess safety and efficacy for ammonia, studies that compared ammonia to angiography were selected.  CDER encouraged submission of additional studies using cardiac catheterization because of its continued use in clinical practice while recognizing the limitations of this procedure.  ICP agreed to search for additional studies using cardiac catheterization.  CDER also requested literature on other standards that include rubidium (Rb) and Tc99m Sestamibi.  ICP agreed that a comparison to single photon emission computerized tomography (SPECT) imaging is reasonable, and will look for these additional articles as well.

ICP stated that the focus on a myocardial indication for FDG in its submission of literature articles was intended only as an example of the type of information available, and for use as a template for other indications.  ICP believes FDG to be useful for identifying viable myocardium.  CDER asked about other indications, for example, to determine which patients should have coronary artery bypass grafts.  ICP stated its preference for such a broader indication (e.g., for viable myocardium) which allows the physician to decide how to use the information provided by the image.

Product Claims and Indications: Comment from ICP on the PET Community’s Desired Outcome

CDER referred ICP to the proposed radiopharmaceutical rule published in the Federal Register on May 22, 1998.  This rule proposes four levels of indications: structure delineation; functional, physiological or biochemical assessment; disease or pathology detection or assessment; and diagnostic or therapeutic management.  CDER indicated that it may be difficult to support more specific indications for FDG and ammonia based on the literature.  ICP indicated a preference for biochemical or disease specific indications, with a possible structural indication for oncology.  ICP also stated that it might be preferable to keep the indications broad in scope.  This topic and its impact on the promotion of products will be further discussed in a public forum.  CDER stated its commitment not to prejudge the data and to base its recommendations on the information available.

CDER stated that the proposed radiopharmaceutical rule may affect PET products, and that they prefer to handle both product groups in a similar fashion.  Details regarding the types or levels of indications and the amount and type of data needed to support each level are still being determined.  CDER requested input from ICP regarding these issues.  CDER also noted that a Medical Imaging Guidance Document was pending publication as well.  

Identification of Important Studies/Articles by ICP

CDER stated that there is no right number of articles, but to keep the review manageable, the articles should contain controlled studies in appropriate populations using a standard of truth.  ICP expressed concern regarding “deficiencies” as there are no large blinded studies using controls, and no support to conduct such studies from industry or government.  ICP expressed concern regarding limited literature for low prevalence tumors.  CDER stated that a meta analysis of the data is not likely, but that they are hoping to consider the data in other ways.

ICP referenced a systematic review of adverse events associated with PET products.  An abstract for this review was presented by Ted Silverstein, Chair, SNM Committee on Adverse Events, at the Annual Society of Nuclear Medicine (SNM) Meeting held in San Antonio in 1997.

Next Steps

ICP agreed to forward articles of relevance published prior to 1990 and more recent articles to Ms. Colangelo and to the appropriate FDA docket.  

The minutes from this discussion will also be posted in the public docket.

A public meeting with ICP and FDA will be scheduled in the fall of 1998 to discuss the PET community’s desired indications and CDER’s preliminary findings in its literature review of FDG and ammonia.
