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Introduction

Agressive-variant castration resistant prostate cancer (AVCRPC) is defined by
seven clinical-pathological criteria,

* Histologic evidence of SCPC (pure or rT"ixed)Note: not required to have castrate-resistant disease.

* Exclusively visceral mets.

* Radiographically predominant lytic bone mets.

*  Bulky (=5 cm) lymphadenopathy or bulky high-grade (Gleason > 8) tumor mass in
prostate/pelvis.

* Low PSA (= 10 ng/mlL) at initial presentation (before ADT or at symptomatic progression in
the castrate setting) plus high volume (= 20) bone mets.

* Presence of NE markers on histology or in serum at initial diagnosis or at progression + any of
the following in the absence of other causes: A. elevated serum LDH (= 2 ULN); B. malignant
hypercalcemia; C. elevated serum CEA (= 2 ULN).

* Short interval (€6 months) to androgen-independent progression following the initiation of
hormonal therapy.

1: Aparicio AM, et al. Clin Cancer Res. 2013 Jul 1;19(13):3621-30.
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Case(s) presentation

Wide spectrum of patients under the AVCRPC term.
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Case 1l

80 year old male.
Hyperlipidemia, HTA.

ADC ISUP 2, Gleason 7 (3+4) T2aNOMO PSA 5,96 in 2003 = 3D CRT.
Local-PD 2009 BT 1125 + ADT.

BQ-PD 2012 Intermittent ADT

2022: Local PD with rectum-infiltrating mass and hepatic mets.

Biopsy: SCPC CD56 +, Ki67 99%, PSA -, AR-, Synaptophysin +,
Cromogranin -,



CBDCA +
Paclitaxel

October/2022

July/2022



Clinical trial:
Pembrolizumab +
Vibostolimab First cycle:

G3 Immune-mediated
meningitis

January/2023



Patient recovered but

we expected the worst...

March/2023

Complete
response in
lung and
partial
response in
liver and
prostate



New admission
Next year April/2024 June/2024
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Case 1l

Patient was admitted to hospital due to gait disturbances and
ataxia in June/2024

* Obstructive AKI“, Neprhostomy colocation.
* Craneal RM: Ischemic microangiopathy. No mets.
* Anti-Ri antibodies in serum.

Autoimmune subacute cerebellar syndrome

Patient received high-dose |V steroid therapy and CBDCA-
Etoposide was started on July/2024.



Let’s move on to the next patient...
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Case 2

77 year old male.
HTA.

ADC ISUP 5, Gleason 9 (5+4) T3bN1M1b PSA 83 in
September/2023.

Started ADT + Apalutamide in October/2023

150 PSA

/ Radiographic PD on May/2024
100 Requested a second opinion
50

0
November February April



PSMA-PET scan May/2024

FDG-PET scan April/2024
PSMA-PET scan ' | PSMA and FDG avid bulky lymph nodes.
May/2024 . S AR DG + PSMA — lung nodule.
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Case 2

Enrolled in PEAPOD trial: CBDCA AUC 4 + Cabazitaxel 20mg/m2 +
Pembrolizumab 200mg Q3W x6 cycles and Pembro 400mg Q6W

afterwards.
PSA Improvement in
400 general condition and
300 abdominal symptoms
200 \
100 Started Pembro
0 maintenance on

C1 C2 c4 Ccé

18/10/2024
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Conclusions

* Heterogeneous and poor prognosis population that may
derive benefit from combination chemotherapy

* Now let’s hear what the experts have to say!!
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