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Challenging case
• 77/M, physician, admitted for severe low back pain. 

• MRI-T12 pathological fracture with bone metastases.

• PSA >5000 ng/mL, 

• Staging CT TAP + Bone Scintigraphy: bulky lymphadenopathy in pelvis and mets involving 
spine & right femur.

• U/w T11-L1 internal fixation and Pathologic review of T12 corpectomy specimen: 
metastatic prostate adenocarcinoma. 

• NGS : microsatellite stable, low tumor mutational burden, wild-type homologous 
recombination repair genes, wild-type TP53, PTEN and RB1.

Ionescu F, Zhang J. How We Treat Metastatic Castration-Sensitive Prostate Cancer. Cancer Control. 2024 Jan-Dec;31:10732748241274190. doi: 10.1177/10732748241274190. PMID: 
39150340; PMCID: PMC11329962.



Challenging case
•  65/M, presented with complaints of lower abdominal pain and lower urinary tract 

symptoms.

• DRE - Hard prostate with a nodular contour

• PSA level of 299 ng/ml 

• TRUS biopsy: Acinar adenocarcinoma involving both lobes, Gleason score: 7

• 68Ga-PSMA PET/CT scan: PSMA avid multifocal prostate lesions with PSMA avid 
metastatic abdominopelvic and mediastinal lymphadenopathy, as well as multiple 
metastatic bone lesions, staging of T3bN1M1c.

• Initial Rx- ADT + Abiraterone from feb 2022 – March 2023. PSA nadir 14ng/ml in Dec 22.

• March 2023 : PSA 71  mCRPC, PSMA PET- new PSMA avid bone mets, started on 
Docetaxel

• Post 3# Docetaxel – Progression in PSA and Bone mets in PSMA PET. 

Moghrabi S, Al-Houwari R, Ruzzeh S, Al-Ibraheem A. Therapeutic Challenges in Metastatic Castration-Resistant Prostate Cancer: A Case Study and Review of Prostate-Specific Membrane Antigen-Targeted Therapy Failures in Highly 
Prostate-Specific Membrane Antigen-Avid Disease. Cureus. 2024 Dec 22;16(12):e76224. doi: 10.7759/cureus.76224. PMID: 39845214; PMCID: PMC11751113.



• (cont.)
• So, then referred to nuclear medicine team for prostate-specific 

membrane antigen radioligand therapy (PSMA PRLT)
• 1st dose – Oct 2023, 
• 2° dose – Dec 2023
• PSA kept on rising, FDG / PSMA PET done – PSMA avid / FDG faint 

bony mets + , progressive disease
• So, planned for Actinium PRRT – but,patient’s general condition got 

worse and ultimately planned for supportive care alone. 



Top 5 most frequent cancers: Globocan 2022 & WHO 2020 

https://gco.iarc.who.int/media/globocan/factsheets/populations/900-world-fact-sheet.pdf



JAMA. 2025;333(16):1433-1446. doi:10.1001/jama.2025.0228

• Median age at diagnosis ~67 years

• More than 50% of prostate cancer risk is attributable to genetic factors

• At diagnosis, approx 75% are cancer localized to prostate, associated with 5-year survival rate of ~ 100%.

• Despite definitive therapy, 2% to 56% of men with localized disease develop distant metastases, 

depending on tumor risk factors. 

• At presentation, approximately 14% of patients have metastases to regional lymph nodes

• An additional 10% of men have distant metastases that are associated with a 5-year survival rate of 37%

Ca Prostate: Current Trend



2nd May 2025 update

https://ascopubs.org/doi/pdf/10.1200/JCO-25-00007

10 Most Common Co-Occurring Chronic Conditions Among





Proposed Risk Stratification Criteria for mCSPC

Ionescu F, Zhang J. How We Treat Metastatic Castration-Sensitive Prostate Cancer. Cancer Control. 2024 Jan-Dec;31:10732748241274190. doi: 10.1177/10732748241274190. PMID: 39150340; PMCID: PMC11329962.



Treatment schema: mCSPC



Guidelines: First-line treatment of HSPC

AU - EANM - ESTRO 
ESUR - ISUP - SIOG 
Guidelines on 
Prostate Cancer



Guidelines: First-line treatment of HSPC

AU - EANM - ESTRO ESUR 
- ISUP - SIOG Guidelines 
on Prostate Cancer



Status of the different ARPIs

AU - EANM - ESTRO ESUR 
- ISUP - SIOG Guidelines 
on Prostate Cancer



Recommendations for follow-up during hormonal treatment

AU - EANM - ESTRO ESUR 
- ISUP - SIOG Guidelines 

on Prostate Cancer



Ongoing de-escalation Trials: mCSPC 
Trial name Design Patient profile Study endpoint

A-DREAM trial  Phase II adaptive
Stopping and 
starting rules based 
on PSA response in 
mCSPC treated with 
ADT + ARSI.

patients who achieve PSA <0.2 ng/mL after 
18-24 months of ADT + ARSI undergo a 

treatment break with reinitiation of 
treatment in the event of PSA rise ≥5 ng/mL, 

radiographic, or clinical progression

primary end point of A-
DREAM is 18-month 

eugonadal treatment-free 
survival following 

treatment interruption.

EORTC-2238 
GUCG 

(De-Escalate)

Randomized pragmatic iADT in patients achieving a PSA ≤0.2 ng/mL 
after 6-12 months of ADT + ARSI.

study endpoints include OS at 
3 years and the proportion of 
patients on iADT at 1 year, as 
well as health-related quality 
of life and health economics 

parameters.
Phase III 

LIBERTAS trial
Intermediate 

de-escalation strategy
mCSPC having achieved a PSA nadir of ≤0.2 ng/mL 
within the first 7 months of combined ADT + Apa 
are randomized to iADT or cADT while continuing 
Apa monotherapy. 

Co-primary endpoints are 
radiographic PFS and the 
severity of the Adjusted Hot 
Flash Score at 18 months (OS 
is a key secondary endpoint).



n



Phase III controlled trials – nmCRPC

AU - EANM - ESTRO ESUR 
- ISUP - SIOG Guidelines 
on Prostate Cancer





 Phase II/III - second-line/third-line trials in mCRPC

AU - EANM - 
ESTRO ESUR - 
ISUP - SIOG 
Guidelines on 
Prostate Cancer



Phase II/III - second-line/third-line trials in mCRPC



Phase II/III - second-line/third-line trials in mCRPC





Germline & Somatic genomic testing for mPCa

M.J. Karpinski, K. Rahbar, M. Bögemann et al., Updated Prostate Cancer Risk Groups by Prostate-specific Membrane Antigen Positron Emission Tomography Prostate Cancer Molecular Imaging Standardized Evaluation 
(PPP2): Results from an International Multicentre Registry Study, Eur Urol (2025)

Patients with metastatic prostate cancer should undergo both germline & somatic
 DNA sequencing using panel-based assays.



Germline & Somatic genomic testing for mPCa

AU - EANM - ESTRO ESUR 
- ISUP - SIOG Guidelines 
on Prostate Cance

Pathogenic 
germline mutations 
in the BRCA2 and 
HOXB13 genes, but 
also in the genes 
CHEK2, BRCA1, 
ATM, NBS1, and 
genes involved in 
Lynch syndrome, 
have been 
suggested to 
increase the risk of 
PCa



Algorithm for Previously Treated With ADT & ARPI

https://ascopubs.org/doi/pdf/
10.1200/JCO-25-00007



Personalizing Treatment for mCRPC

asco.org/edbook | Volume 45, Issue 3





Two alternative sequences Cabazitaxel & 177Lu-PSMA-617: (LuCaS)

• Comparison of two alternative sequences with Cabazitaxel and 177Lu-PSMA-617 in metastatic 

castration-resistant prostate cancer: A retrospective multicenter study (LuCaS)

• A total of 68 patients with mCRPC who received sequential 177Lu-PSMA-617 and Cabazitaxel

• (PFS-2), was similar in patients treated with 177Lu-PSMA-617 first (LU-CA) and those receiving 

Cabazitaxel (CA-LU) first (10.8 and 11.7 months, respectively; p = 0.422). 

• Median overall survival (OS) was also similar in the LU-CA and CA-LU groups (16.6 and 19.9 months, 

respectively; p = 0.917). 

• Objective response rate (ORR) for 177Lu-PSMA-617 was 23.1 % when used first and 16.1 % after 

Cabazitaxel. ORR for Cabazitaxel was 25.6 % and 31.3 % when used as the first agent and when used 

after 177Lu-PSMA-617, respectively.

European Journal of Cancer
Volume 217, 25 February 2025, 115226



2025 Genitourinary (GU) American 
Society of Clinical Oncology (ASCO) 
Annual Meeting, San Francisco, CA, 
Thurs, Feb 13 – Sat, Feb 15, 2025.



• Among mCSPC patients treated with ADT +/- an ARPI +/- docetaxel and who had a serum PSA level <0.2 ng/ml, 

an 81% complete response is observed when PSMA PET imaging is performed. 

• Although routine PSMA PET imaging is not recommended in this setting, 

• This additional information could be an additional surrogate measure to identify patients who may benefit from 

further treatment intensification or deintensification in this setting.

• While treatment intensification in this setting is strongly recommended given documented survival benefits, 

this raises question as to which patients (and when) to receive subsequent treatment deintensification. 

Incorporating novel biomarkers, including novel imaging modalities, is potentially key in this setting.
2025 Genitourinary (GU) American Society of Clinical Oncology (ASCO) Annual Meeting, San Francisco, CA, Thurs, Feb 13 – Sat, Feb 15, 2025.



1st line PARPi + Enza prolongs time for (GHS/QOL) definitive deterioration: 
TALAPRO-2   

• 805 men, 49 patients were included in this subgroup analysis (TALA + ENZA n= 22, PBO + ENZA n= 27).

• A statistically significant and clinically meaningful estimated overall change from baseline favoured 

TALA + ENZA in physical functioning (20.5 [95% confidence interval {CI}: 8.8, 32.2]; P=0.0007), role 

functioning (20.4 [95% CI 4.8, 35.9]; P=0.0103), pain (32.9 [95% CI 50.3, 15.5]; P=0.0002), and 

constipation (12.5 [24.4, 0.6]; P=0.0399).

• Subgroup analyses of Novel Hormonal therapy pre-treated patients, significant differences in patient 

reported outcome favouring TALA + ENZA were observed.

https://ascopubs.org/doi/pdf/10.1200/JCO.2024.42.4_suppl.116



ICI combination therapy trials in mCRPC

Khorasanchi et al. Cancer Drug Resist. 2025;8:9



Algorithm: De Novo or Treatment Emergent Small Cell Neuroendocrine PCa

https://
ascopubs.org
/doi/pdf/
10.1200/JCO-
25-00007



Summary

• Prostate cancer (PCa) is a leading cause of cancer-related deaths globally with management complications 

in metastasis 

• Challenging cases in mCSPC & mCRPC needs precision approach,  as per cues from ongoing & established 

landmark trials/guidelines

• The treatment of mCSPC & mCRPC has seen remarkable breakthroughs over the last few years

• Growing adoption of PET imaging, PSA-adapted approach, combination therapy ADT +/- ARPI +/- Chemo, 

PARPi, 177Lu-PSMA are enabling patient care


	‘Conquering the Challenging Cases in mCSPC/mCRPC’
	Challenging case
	Challenging case (2)
	Slide 4
	Top 5 most frequent cancers: Globocan 2022 & WHO 2020
	Slide 6
	Slide 7
	Slide 8
	Proposed Risk Stratification Criteria for mCSPC
	Treatment schema: mCSPC
	Guidelines: First-line treatment of HSPC
	Guidelines: First-line treatment of HSPC (2)
	Status of the different ARPIs
	Recommendations for follow-up during hormonal treatment
	Ongoing de-escalation Trials: mCSPC 
	Slide 16
	Phase III controlled trials – nmCRPC
	Slide 18
	Phase II/III - second-line/third-line trials in mCRPC
	Phase II/III - second-line/third-line trials in mCRPC
	Phase II/III - second-line/third-line trials in mCRPC (2)
	Slide 22
	Germline & Somatic genomic testing for mPCa
	Germline & Somatic genomic testing for mPCa (2)
	Algorithm for Previously Treated With ADT & ARPI
	Personalizing Treatment for mCRPC
	Slide 27
	Two alternative sequences Cabazitaxel & 177Lu-PSMA-617: (LuCaS)
	Slide 29
	Slide 30
	1st line PARPi + Enza prolongs time for (GHS/QOL) definitive de
	ICI combination therapy trials in mCRPC
	Algorithm: De Novo or Treatment Emergent Small Cell Neuroendocr
	Summary

