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BACKGROUND

Tumor suppressor gene signature based on RB1, PTEN and TP53 predicts early progression in metastatic
hormone-sensitive prostate cancer (mHSPC) patients
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RESULTS

Alterations in the tumor suppressor genes
(TSG) RB1, PTEN and TP53 are associated with
decreased survival and aggressive varlants of
prostate cancer (AVPC).

We previously developed and validated a
signature of low expression of TSG (TSG,,)
assoclated with poor outcomes in mHSPC
patients  treated with androgen deprivation
therapy (ADT) +/- docetaxel

OBIJECTIVE

The aim of the present study was to assessed
TSG signature in mHSPC patients treated with
androgen receptor pathway inhibitors (ARPI)
and explore clinical characteristics at progression

PATIENTS AND METHODS
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- Multicenter retrospective study of mHSPC
patients treated with ADT + ARPI

-TSG (RB1, TP53, PTEN) expression was assessed by
nCounter

- TSG,,,, was considered when 22 out of 3 TSG

presented low expression of a previously
stablished cut-off, TSG,, in the remaining cases

- TSG expression was correlated with castration
resistance-free survival (CRPC-FS) by Kaplan
Meier and Cox analysis.

- The presence of AVPC criteria at CRPC
progression was analyzed according TSG status in
mHSPC samples.
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137 patients were included with a median follow-up of 30.7m (2.7-
91m). Baseline characteristics are summarized in Table 1
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16,8% of patients were classified as TSG,,,,
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CONCLUSIONS

(L DN IS associatea witn eariy CRFC D

predlct the development of AVPC. This supports the development of new therapeutic strategies in this patients.

1 mk natients treated with ARPI and could help to

Among the 48 patients that developed CRPC, 42 had available clinical data.

Patients with TSG,,,, tumors presented higher frequency of AVPC

All patients 15G,,. 186,
Patients, N (%) 42 9(21.9) 32 (78.1)
AVPC criterio, N (%) 13 (30.9) 6 (66.7) 6(18.7)
Visceral metastasis only, N (%) 3(7.1) 2(22.2) 1(3.1)
Lytic bone metastasis, N (56) 5(11.9) 2(22.2) 3 (9.4)
Bulky nodes or prosiate mass, N %) 7 (16.7) 4 (44.4) 3 (9.4)
Low PSA, N (%) 4(9.5) 2(22.2) 2 (6.2)
Neuroendocrine markers ¢ high LDH/CEA, N (%) 5(11.9) 1(11.1) 4 (12.5)
Primary castration resistance, N (%) 3(7.1) 1{11.1) 2(6.2)
Small cell morphology, N (%) 4 (9.5) 1(11.1) 3 (9.4)
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A CRPC metastatic biopsy was perfurmecl in5 patients, all showed neuroendocrine dedifferentiation
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