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The recently presented and published results of the VISION phase III study of 177Lu-

PSMA617 for metastatic castration-resistant prostate cancer (1) are indeed one of the greatest 

success stories in the history of Nuclear Medicine (2). They add to the earlier experiences from 

first in human (3-5) to phase II (6) studies. However, danger lurks in this wave of unprecedented 

progress. The fact that >85% of screened participants met the 68Ga-PSMA11 eligibility criteria 

(1) made some question the need for PSMA PET imaging prior to 177Lu-PSMA treatment. This is 

done without questioning the eligibility criteria themselves (not all lesions had to be PSMA 

positive) and their impact on study outcomes. Some will be ready to make the argument that 

excluding PSMA PET will eliminate costs and increase access to therapy. Let us next clearly 

make the case against this approach. 

One of the undisputed principles of treating patients with cancer is knowing the extent of 

disease to the best of one’s abilities. Physicians practicing medical or radiation oncology who do 

not accurately define where cancer is and where it is not before using chemotherapy or external 

radiation would be viewed as derelict in theiir duties. So why would radioligand therapy for 

prostate cancer be treated any differently? 
177Lu-PSMA617 is not expected have a low cost, nor is it without adverse events. 

Therefore, proper patient selection based on targeted PSMA PET imaging is necessary. By 

excluding patients unlikely to respond, PSMA PET will likely save healthcare costs in the long 

run. It will also contribute prognostic factors for prediction of response to treatment (7), as well 

as reduce the possibility of adverse events by excluding ineligible patients. In fact, more PSMA 

PET imaging is likely needed during radioligand therapy, such as for evaluation of response to 

therapy mid-treatment and after the last cycle, replacing standard assessments with CT and 

bone scintigraphy. 

The biology of prostate cancer is complex and a single imaging test, no matter how 

good, may not be sufficient to properly select patients. The TheraP phase II study required a 

baseline 68Ga-PSMA11 PET, as well as FDG PET to exclude patients with active disease sites 

lacking PSMA expression (6). The outcomes, not surprisingly, appear superior to those reported 

in VISION and serve as further argument for accurate eligibility screening. 

Access to PSMA PET in the United States was a considerable issue prior to the FDA 

approval of two radiopharmaceuticals (68Ga-PSMA11 and 18F-DCFPyL). With industry backing 

and logistics being addressed, the big limiting factor will be inaccurate claims that imaging is not 

needed prior to treatment.  

We have been through similar debates for the treatment of differentiated thyroid cancer 

(8). Some physicians still chose not to conduct a whole-body scan with a diagnostic activity of 



either 131I or 123I. Others, including our group, always obtain this information. There are several 

reasons for this divergence of opinion. First, most patients with differentiated thyroid cancer 

have a very good prognosis. This is not the case with prostate cancer. Physicians often equate 

the excellent outcome with how they manage the cancer rather than to the natural history of the 

disease. They argue if the patients have a good outcome without a whole-body scan then the 

scan is not necessary. Second, obtaining a post-therapy scan provides information regarding 

staging. But since when is it appropriate to stage disease after treating the patient? Thirdly, 

stunning was debated and put to rest (9). There is no need to go through the same for 

radioligand therapy in prostate cancer. 

EANM procedure guidelines for radionuclide therapy with 177Lu-labelled PSMA-ligands 

properly include PSMA PET imaging for patient selection (10). They should be reviewed timely 

and revised as needed to include emerging data demonstrating the benefits of PSMA PET 

imaging. Additional professional organizations should endorse them and make them a part of 

appropriate use criteria. 

The additional resources and cost to obtain the useful information from PSMA PET is a 

small fraction of what a patient with prostate cancer and the healthcare system will spend from 

the discovery of an elevated PSA level through referral to specialists, biopsy, surgery, radiation 

therapy, chemotherapy, hormonal therapy, radioligand therapy and the long-term follow-up of 

the cancer.  

We are in the era of precision medicine and precision health (11), aiming to individualize 

therapies to achieve maximum benefit, including in prostate cancer. As an example, patients are 

getting genomic testing for BRCA mutations and would get a PARP inhibitor only if tested 

positive (12). Giving a patient a PARP inhibitor without testing is not accepted. We hope the 

prostate cancer medical community will stand up for precision medicine, including by ordering 

PSMA (and FDG) PET before treating a patient with 177Lu-PSMA617. PSMA radioligand therapy 

for prostate cancer without PSMA PET should not be accepted. 
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