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serum testosterone < 50 ng/dl, rising PSA, no evidence of metastasis on conventional imaging

Heterogeneous population
dynamic disease that changes in function of

tumor biology, patient factors, previous therapies to which the tumor has been exposed

Prostate cancer progression is a continuous process despite discrete clinical states defined to subclassify the disease
with pragmatic delineated biological and clinical miletones marking these transitions.



PSA to define CRPC



Negative prognostic factors:
Baseline PSA > 10 ng/ml
PSADT < 10 mo

At 2 y 33% had developed bone mets, 21% had died

PSA to define CRPC



Median bone-MFS: 25 mo

Negative prognostic factors:
Baseline PSA > 13 ng/ml
PSADT < 8 mo

Median OS: 48 mo

At 2 y 46% had developed bone metastasis, 20% had died

PSA to define CRPC



Conventional imaging to define nmCRPC



Conventional imaging to define nmCRPC
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Outcome



Outcome

Metastasis-free survivalOverall survival Subs. antineoplastic-free survival

68%26% 60%



Quando fare la PSMA-PET

Come le caratteristiche cliniche possono guidare la scelta della diagnostica



Clinical determinants in CRPC



200 pts [ARAMIS, PROSPER, AND SPARTAN INCLUSION CRITERIA]
Documented CRPC state with PSA > 2 ng/ml, PSADT≤ 10 mo, and/or Gleason ≥ 8, N0 and M0 on conventional imaging
PSMA findings categorized by Prostate Cancer Molecular Imaging Standardized Evaluation (PROMISE) criteria

109 (55%) pts M187 (44%) pts pelvic
disease

N/M disease
(number of metastases)

1, 29 (15%)
2-3, 28 (14%)
≥ 4, 91 (46%)

Prostate bed recurr. 48 (24%)

116 PSMA+ regions from 75 pts
validated by histopathology

Fendler WP, Clin Ca Research 2019PSMA-PET to define nmCRPC



46% 31% 20%

98% 70% 75% 90%

14%

PSMA-PET to define nmCRPC



1. Clonal heterogeneity studies have shown that tumor clones are seeded
from metastases to new metastatic sites.

2. Systemic treatment might pressure individual metastatic clones, giving rise to more
heterogeneous, resistant, and aggressive metastases

3. Early ablation of metastatic disease may prevent further
metastatic seeding,  and result in long-term freedom from disease

4. Positive impact on metastatic cross-talk

5. Trigger immune-response

PSMA-PET to define sites of metastasis for MDT




