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SNMMI FDA Stakeholder Meeting Executive Summary 
 

Introduction 

 

The Society of Nuclear Medicine and Molecular Imaging and the Food and Drug Administration 

(FDA) held a broad stakeholders meeting on October 27, 2014, in Linthicum Heights, Maryland. 

The meeting goal was to facilitate the approval of new radiopharmaceuticals and their great 

potential to sustain the field of nuclear medicine and molecular imaging and, more importantly, 

to translate these agents’ promise to clinical care. Discussion was also held as to lower risk 

profiles of non-biologic versus biologic radiotracers with the potential to regulate each class 

proportionately. The meeting brought together representatives of academic medicine, industry, 

government agencies, and professional societies. Meeting participants split into four breakout 

groups and discussed market/commercialization barriers, strategies to improve the current 

approval process, possible new pathways and outcome measures for both the FDA and the 

Centers for Medicare and Medicaid Services (CMS) .This paper summarizes the discussions held 

at this meeting. 

 

Market Commercialization/Barriers  

 

Participants felt that drug developers are reluctant to invest in clinical trials of new 

radiopharmaceuticals due to the uncertainty of the size of payments and whether these payments 

will justify long-term investments. Participants suggested that this could be remedied by FDA 

clarifying its guidance on how to obtain approval for radiotracers.  

 

Attendees also expressed that academic institutions planning a first-in-human study of a new 

radiopharmaceutical encounter several barriers. In many cases institutions can rarely afford the 

costs of development, toxicity studies, and related tasks. Commercial entities are more concerned 

about the high cost of clinical trials. Establishment fees, such as prescription drug user fees, are 

additional barriers to drug development.  

 

Other attendees stated challenges which occur due to policy gaps or overlap. Different states 

have different requirements for some of the same radiopharmaceutical (isotope) products, and 

their requirements might differ from those of the Nuclear Regulatory Commission (NRC). 

Mismatches between the FDA and NRC perspectives are barriers to smooth commercialization 

of products. 

 

Recommendations: 

 Develop a list of potential funders for first-in-human studies  

 Agree on a single Phase III trial design for simultaneously obtaining FDA approval and 

CMS authorization  

 

Current Approval Process with Recommendations 
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Attendees felt that the appropriate term for the approval endpoint (e.g., “efficacy,” “clinical 

benefit,” or “clinical utility”) can differ by agency, which creates challenges. Additionally, 

current FDA guidance allows for biochemical approval, but this mechanism has never been 

used for a radiopharmaceutical and no standard exists. Comparators are available for 

structural but not biochemical indications. However, biochemical changes often precede 

structural alterations as seen on CT or MRI. Additionally, treatment-related changes often 

mimic true disease on structural imaging.  

 

Meeting participants shared that it is often difficult to reach agreement on the appropriate 

conceptual process that a radiologist should use to determine that a computed tomography or 

magnetic resonance imaging result is abnormal. However, a biochemical measure that 

reaches the same conclusion is not difficult to agree on, although such a measure’s meaning 

for a given patient might be less clear. Linear biochemical indices that range from 1 to 100, 

for example, have no correct threshold for all patients.  

 

 

Recommendations: 

 

 More extensive toxicity studies are needed after first-in-human studies to identify/limit 

future safety problems. These data can show that various potential threats to safety have 

been examined and any adverse events are not due to lack of product safety. These 

studies are far less expensive in the development phase than after a patient has a 

complication following radiotracer administration. Develop comparators provided by 

radiopharmaceuticals which are based on biochemical alterations  

 

 With a temporary or conditional structural approval process for radiotracers that has a 3-

year sunset clause, FDA could approve a product for a narrow indication. The developer 

could use the sunset period to try to justify expanding the approval to a biochemical 

indication.  

 

Possible New Pathway 

 

Participants conveyed that FDA currently regulates radiotracers as a medical imaging drug 

product.  Many indicated that FDA approval to commercially market a medical imaging drug 

product for a diagnostic application requires that it be demonstrated, through clinical trials, to be 

both safe and effective.  For diagnostic medical imaging products, FDA regulations define 

“effective” as “providing clinically useful information.” 

 

Attendees also communicated that FDA recognizes the scientific value of validated radiotracers 

for biomarker applications in the drug development process. However, participants indicated it is 

not possible for the agency, under its current regulations, to approve radiotracers for such a 

restricted application since, at this point in their respective use, they do not provide “clinically 

useful information”.  Likewise, it would not be possible for the agency to approve a radiotracer 

for clinical use on the basis that subsequent data will be submitted to the agency to justify its 

effectiveness.  
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Recommendations: 

 

 A cooperative, non-competitive model involving all stakeholders (e.g., industry, 

academia, government agencies, non-profit organizations) should be explored as a 

mechanism to optimize the development of radiotracers for biomarker applications for 

use in the drug development process and to provide additional sources of funding for this 

effort. 

 Multiple radiotracers are currently being used within multiple institutions for clinical 

investigations of physiological and pathophysiological (i.e. biomarker) applications.  

Consideration should be given to the establishment of a shared data registry wherein the 

nature and outcome of the clinical investigations of a certain radiotracer can be collected 

in support of providing safety information and identifying potential clinical indications. 

 

 

Outcome Measures for Both FDA and CMS  

 

Participants shared that a process exists for joint review and simultaneous approval by CMS and 

FDA of devices, but an analogous plan is needed for radiopharmaceuticals. Many attendees 

conveyed that a positive result of FDA’s special protocol assessment is that it provides strong 

assurance that if the trial reaches its primary endpoints; CMS will agree to cover the product. 

Participants believed that a similar agreement process for third-party payers is needed.   

 

Recommendations: 

 

 CMS could consider rescinding its non-coverage policy for positron emission 

tomography (PET) for cardiac and neurologic applications and allow local coverage 

determinations as soon as these uses receive FDA approval. If CMS agrees, a national 

coverage determination could be applied to PET in these settings. 

 CMS could create a preapproval discussion process that takes place at the same time as 

the FDA preapproval discussion process to allow developers to collect the diagnostic data 

that CMS requires before the drug receives FDA approval. 


