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With the approval of 18F-rh-PSMA-7.3 (18F-flotufolastat
[Posluma; BlueEarth]), the appropriate use criteria for prostate-
specific membrane antigen (PSMA) PET needs to be updated a
second time (1,2). The approval for 18F-rh-PSMA-7.3 was based
on 2 prospective phase 3 clinical trials, the LIGHTHOUSE and
SPOTLIGHT trials (3,4). The LIGHTHOUSE trial evaluated the
sensitivity and specificity of 18F-rh-PSMA-7.3 in men with unfavor-
able intermediate- to very high–risk prostate cancer and demonstrated
a sensitivity ranging between 23% and 30% across the 3 readers and
a specificity of 93%–97% (4). The sensitivity was slightly lower
than that reported with 18F-DCFPyL and 68Ga-PSMA-11 (5,6),
which might be explained by the higher percentage of men with
unfavorable intermediate-risk prostate cancer in the LIGHTHOUSE
trial. The SPOTLIGHT trial evaluated the verified detection rate
(ranged from 51% to 54% across readers) and positive predictive
value (ranged from 46% to 60%) in patients with biochemically
recurrent prostate cancer (3). Given the differences in methodology,
it is difficult to compare these rates with the comparable trials per-
formed with 18F-DCFPyL and 68Ga-PSMA-11, in which correct
localization rate and positive predictive value were used, respectively
(7,8). Overall, all 3 agents should be considered equivalent for the
staging of disease initially and at the time of biochemical recurrence.
The third main indication for PSMA PET is the selection of

patients for PSMA radioligand therapy. In the most recent update
to the PSMA appropriate use criteria document, 18F-DCFPyL and
68Ga-PSMA-11 were considered equivalent for the selection of patients
with PSMA radioligand therapy (2). There are no data evaluating the
role of 18F-rh-PSMA-7.3 for selecting patients for PSMA radioligand
therapy, although admittedly the same is true for 18F-DCFPyL.
The appropriate use committee agreed that 18F-rh-PSMA-7.3 can also
be used to select patients for PSMA radioligand therapy. Because
of the higher physiologic uptake in the liver, patients who meet
the VISION criteria using rh-PSMA-7.3 are candidates for treat-
ment. Currently, there are limited data on the biodistribution of
18F-rh-PSMA-7.3 and how that compares with 18F-DCFPyL and
68Ga-PSMA-11, and therefore it is unclear what the lower limit
of uptake with 18F-rh-PSMA-7.3 should be for patient selection,
and it is possible that there are a small minority of patients who
would meet criteria for treatment with 68Ga-PSMA-11 and
18F-DCFPyL but would not meet criteria for 18F-rh-PSMA-7.3.

The approval of 18F-rh-PSMA-7.3 provides another PSMA-
targeted radiopharmaceutical that will help increase patient access to
PSMA PET imaging. Overall, 18F-rh-PSMA-7.3 should be consid-
ered equivalent to 68Ga-PSMA-11 and 18F-DCFPyL, with the caveat
that the higher uptake in the liver with 18F-rh-PSMA-7.3 may impact
the selection of a small number of patients for PSMA radioligand
therapy compared with patients screened using the other 2 agents.

DISCLOSURE

Thomas Hope has grant funding to the institution from Clovis
Oncology, GE Healthcare, Lantheus, Janssen, Novartis, the Pros-
tate Cancer Foundation, Telix Pharmaceuticals, and the National
Cancer Institute (R01CA235741 and R01CA212148). He received
personal fees from Bayer, Cardinal Health, BlueEarth Diagnostics,
and Lantheus and received fees from and has an equity interest in
RayzeBio and Curium. No other potential conflict of interest rele-
vant to this article was reported.

REFERENCES

1. Jadvar H, Calais J, Fanti S, et al. Appropriate use criteria for prostate-specific mem-
brane antigen PET imaging. J Nucl Med. 2022;63:59–68.

2. Hope TA, Jadvar H. Updates to appropriate use criteria for PSMA PET. J Nucl
Med. 2022;63(5):14N.

3. Jani AB, Ravizzini GC, Gartrell BA, et al. Diagnostic performance and safety of 18

F-rhPSMA-7.3 positron emission tomography in men with suspected prostate cancer
recurrence: results from a phase 3, prospective, multicenter study (SPOTLIGHT).
J Urol. 2023;210:299–311.

4. Surasi DS, Eiber M, Maurer T, et al. Diagnostic performance and safety of positron
emission tomography with 18F-rhPSMA-7.3 in patients with newly diagnosed unfa-
vourable intermediate- to very-high-risk prostate cancer: results from a phase 3, pro-
spective, multicentre study (LIGHTHOUSE). Eur Urol. 2023;84:361–370.

5. Hope TA, Eiber M, Armstrong WR, et al. Diagnostic accuracy of 68Ga-PSMA-11
PET for pelvic nodal metastasis detection prior to radical prostatectomy and pelvic
lymph node dissection: a multicenter prospective phase 3 imaging trial. JAMA
Oncol. 2021;7:1635–1642.

6. Pienta KJ, Gorin MA, Rowe SP, et al. A phase 2/3 prospective multicenter study
of the diagnostic accuracy of prostate specific membrane antigen PET/CT with
18F-DCFPyL in prostate cancer patients (OSPREY). J Urol. 2021;206:52–61.

7. Fendler WP, Calais J, Eiber M, et al. Assessment of 68Ga-PSMA-11 PET accuracy
in localizing recurrent prostate cancer: a prospective single-arm clinical trial. JAMA
Oncol. 2019;5:856–863.

8. Morris MJ, Rowe SP, Gorin MA, et al. Diagnostic performance of 18F-DCFPyL-
PET/CT in men with biochemically recurrent prostate cancer: results from the CON-
DOR phase III, multicenter Study. Clin Cancer Res. 2021;27:3674–3682.

Received Nov. 9, 2023; accepted Nov. 9, 2023.
For correspondence or reprints, contact Thomas A. Hope (thomas.hope@

ucsf.edu).
Published online Jan. 4, 2024.
COPYRIGHT� 2024 by the Society of Nuclear Medicine andMolecular Imaging.
DOI: 10.2967/jnumed.123.267042

PSMA PET AUC UPDATES � Hope and Jadvar 1

 Journal of Nuclear Medicine, published on January 4, 2024 as doi:10.2967/jnumed.123.267042

mailto:thomas.hope@ucsf.edu
mailto:thomas.hope@ucsf.edu
https://doi.org/10.2967/jnumed.123.267042

