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Prostate Cancer 
Clinical Updates: Practice Changing Data From 2023 - Solid Tumors

Localized 
Prostate Cancer

Metastatic 
Castrate resistant

Abstract 5002 
(GU ASCO) 

Impact  of the PSA 
nadir as a prognostic 
factor after radiation 
therapy for localized 

prostate cancer 

Abstract 5011
(GU ASCO)

Do bone scans 
over-stage disease 

compared to 
PSMA PET? 

Abstract 5066  
(GU ASCO) 

Enzalutamide vs 
abiraterone in 

patients with without 
prostate cancer 
with and type 2 

diabetes mellitus 

Abstract 5004 (ASCO 
2023) TALAPRO-2

First-Line Talazoparib
/Enzalutamide Excels 
in Patients With BRCA-

Mutated mCRPC

TRINTON-3
Rucaparib versus 

physicians choice in 
patients with 

chemotherapy-naïve 
mCRPC with BRCA1/2 

or ATM alterations



Prognostic impact of PSA nadir ≥0.1 ng/mL within 6 months 
after completion of radiotherapy for localized prostate cancer

Ident i f y  an  ear l y  surrogat ive  measures  to  pred ic t  long  term outcomes such as :  

§ Prostate cancer-specific survival (PCSS)
§ Metastasis-free survival (MFS)
§ Overall survival (OS)

Ravi et al, Journal of Clinical Oncology 2023 41:16_suppl, 5002-5002

ICECAP registry
10,415 patients 

from 16 RTCs 

Pts with intermediate or high-risk PC 

RT alone

RT + short 
course ADT

RT + long 
course ADT

25%

58%

17%

10 years

Median follow up 
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PSA nadir ≥0.1 
ng/mL within 6 

months after therapy 
was associated with 
worse PCSS, MFS 

and OS  



Do bone scans over-stage disease compared to PSMA PET? 
An international multicenter retrospective study with blinded independent readers. 
Abstract 5011

Wolfgang et al, Journal of Clinical Oncology 2023 41:16_suppl, 5011-5011

60 pts had 
biochemical 
recurrence 

167 pts were included 

30 pts had castrate 
resistance disease

Pts were imaged 
with Bone scan 
and PSMA PET 
within 100 days

Each study was interpreted by 
three blinded readers.  

Endpoints: 
• Positive 

predictive 
value (PPV)

• Negative 
predictive 
value (NPV) 

• specificity for 
bone scans

77 patients with 
prostate cancer 

were at the initial 
staging 
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In patients at initial staging, 
PPV: 0.43 [0.26,0.63]
NPV: 0.94 [0.85,0.98], and 
specificity 0.80 [0.68,0.88].

At initial staging 57% of 
positive bone scans were 
false positive.

RESULTS

Do bone scans over-stage disease compared to PSMA PET? 
An international multicenter retrospective study with blinded independent readers. 
Abstract 5011



Enzalutamide (ENZ) vs Abiraterone (ABI) in patients with prostate cancer 
with and without type 2 diabetes mellitus. Abstract 5066 

Shaver et al, Journal of Clinical Oncology 2023 41:16_suppl, 5066-5066

Patients with Pca
treated with Abi or ENZ

SEER-Medicare 
database (1999-2019)

N = 11,163 

61.8% 
with ABI

38.2% 
with ENZ

27% had 
T2DM

59.1% were 
treated with 

ABI

40.8% with 
ENZ
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The rate of Acute Care 

Utilization was 43% 
higher among those 

treated with ABI 
compared to ENZ (IRR 

1.43; 95% CI 1.28, 1.61).
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Patients with Pca
treated with Abi or ENZ

SEER-Medicare 
database (1999-2019)

N = 11,163 

61.8% 
with ABI

38.2% 
with ENZ

27% had 
T2DM

59.1% were 
treated with 

ABI

40.8% with 
ENZ

The rate of Acute Care 
Utilization was 43% 
higher among those 

treated with ABI 
compared to ENZ (IRR 

1.43; 95% CI 1.28, 1.61).

RESULTS

Conclusion: Compared to those without T2DM those with T2DM had more ACU,
regardless of medication, with a higher rate in the ABI than ENZ group.



PARP inhibition beyond DDR ( DNA damage repair) alteration 

Preliminary studies suggest the potential for PARP inhibitors to target tumors 
regardless of DDR alteration status when combined with an androgen receptor 
signaling inhibitor.

Asim M, Tarish F, Zecchini HI et al. Synthetic lethality between androgen receptor signalling and the PARP pathway in prostate cancer. Nat Commun 8(1), 374–374 (2017)

AR blockade 
downregulates DDR 

gene expression
“BRCAness” 

PARP inhibition 

Reduce AR signaling and 
complement the effect of 

androgen signaling inhibitors



Talazoparib plus enzalutamide in men with first-line metastatic 
castration-resistant prostate cancer (TALAPRO-2): a randomized, 
placebo-controlled, phase 3 trial

First-line 
mCRPC
N= 805

Stratification: 
• Previous treatment with abiraterone or 

taxane-based chemotherapy for CSPC 
• DDR alteration status (deficient vs 

nondeficient/unknown)

R 
1:1

Talazoparib 0.5 mg/day (PO)† (0.35 
mg/day if moderate renal impairment) 

+ enzalutamide 160 mg/day (PO)
N=402

Placebo (PO) + enzalutamide 160 
mg/day (PO)

N=403
Double-blind 

Agarwal et al, Lancet. 2023 Jul 22;402(10398)
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First-line mCRPC
N= 805

Stratification: 
• Previous treatment with abiraterone or 

taxane-based chemotherapy for CSPC 
• DDR alteration status (deficient vs 

nondeficient/unknown)

R 
1:1

Talazoparib + 
enzalutamide

N=402

Placebo + 
enzalutamide

N=403

Double-blind 

Primary endpoint: 
• rPFS by BICR per RECIST 1.1 (soft 

tissue disease) and PCWG3 (bone 
disease) in all-comers (Cohort 1) 
and in patients with DDR alterations 
(Cohort 2)

Secondary endpoint:
OS, ORR, duration of soft tissue 
response, time to PSA progression, 
PSA response, in all-comers and in 
patients with DDR alterations 



Results for TALAPRO-2

Agarwal et al, Lancet. 2023 Jul 22;402(10398)



Patients with non-deficient or unknown HHR gene alteration

Agarwal et al, Lancet. 2023 Jul 22;402(10398)



Highlight for Colorectal Cancer in 2023

• PROSPECT trial:  Neoadjuvant chemoradiation vs FOLFOX With 
Selective Chemoradiation for Locally Advanced Rectal Cancer

• Trastuzumab deruxtecan (T-DXd) in patients (pts) with HER2-
overexpressing/amplified metastatic colorectal cancer (mCRC). 
Phase 2 DESTINY-CRC02 study



PROSPECT: Neoadjuvant chemoradiation vs FOLFOX With 
Selective Chemoradiation for Locally Advanced Rectal Cancer

Recruitment 2012-2018 from 264 practice sites in the USA, 
Canada and Switzerland 

Neoadjuvant 
treatment for 
cT2N +, cT3N, 
cT3N+ Rectal 

cancer 
R

Pelvic 
ChemoRT

mFOLFOX 
6 cycles  

Surgery

Surgery

Pelvic 
ChemoRT

≥ 20% response 

< 20% response or intolerant  

Adjuvant Chemo 
(FOLFOX or CAPOX per 

MD)   

Adjuvant Chemo 
(FOLFOX or CAPOX per 

MD)   



Eligibility Criteria

Inclusion criteria 

• cT2N+, T3N-, T3N+
• ChemoRT is indicated
• Candidate for sphincter-sparing surgery

Exclusion criteria

• Tumor requiring APR
• cT4 Tumor
• > 4 pelvic lymph nodes

DFS
Endpoints

Time to local recurrence, OS, R0 resection, 
complete pathologic response, Toxicity, QoL

Primary

Secondary



Primary Endpoint



Secondary Endpoints



Keypoints:
• PROSPECT trial demonstrate that neoadjuvant FOLFOX with selective use of 5-FU 

chemoradiotherapy (5-FU CRT) was noninferior to 5-FU CRT in participants with locally 
advanced rectal cancer.

• 2 strategies achieve nearly identical outcomes.

• At 5 years, DFS, OS rates are SIMILAR.



Keypoints:

Most patients with intermediate risk rectal cancer can receive curative-intent 
treatment without pelvic chemoRT. 

• PROSPECT trial demonstrate that neoadjuvant FOLFOX with selective use of 5-FU 
chemoradiotherapy (5-FU CRT) was noninferior to 5-FU CRT in participants with locally 
advanced rectal cancer.

• 2 strategies achieve nearly identical outcomes.

• At 5 years, DFS, OS rates are SIMILAR.



Trastuzumab deruxtecan (T-DXd) in patients (pts) with HER2-
overexpressing/amplified metastatic colorectal cancer (mCRC)

HER 2+ mCRC
• HER2+ (IHC 3+ or IHC 2+/ISH+) mCRC constitutes 2-3% of mCRC and it links with resistant to EGFR target therapy.
• Recent evidence has shown that HER2-targeted therapies is a promising approach for this subset mCRC

T-DXd
Humanized anti-Her-2 igG1 

monoclonal antibody

Topoisomerase I 
inhibitor payload

Tetrapeptide-based 
cleavage linker 

Antibody-drug conjugate, humanized with 3 components
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Humanized anti-Her-2 igG1 

monoclonal antibody

Topoisomerase I 
inhibitor payload

Tetrapeptide-based 
cleavage linker 

Antibody-drug conjugate, humanized with 3 components

T-DXd 6.4mg/kg Q3w showed 
antitumor anticity, in DESTINY-

CRC01 à efficacy and safety of 
TDXd 5.4mg/kg and 6.4mg/kg



Patients with HER2+ 
RAS wild-type or 

mutant, BRAF wild-
type, unresectable, 
recurrent or mCRC

R

Arm 1: T-DXd
5.4mg/kg 

Q3w IV 
N=40

T-DXd
5.4mg/kg 

Q3w IV 
N=42

Arm 2: T-DXd
6.4mg/kg 

Q3w IV 
N=40

Stage 1

Stage 2

Stratified by:
• ECOG PS 0 or 1
• Centrally confirmed HER 2 status: IHC 3 or IHC 2 ISH +
• RAS status (wild type or mutant ) 

1:1

Primary Endpoint
• cORR by BICR

Secondary 
endpoints
• cORR by 

investigator 
• DoR
• DCR
• PFS
• OS
• Safety and 

tolerability 

Phase 2 DESTINY-CRC02 study

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501



Phase 2 DESTINY-CRC02 study

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501

Baseline Characterist ics



Baseline Characteristics (cont.)

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501



Prior Treatment

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501



Best Percentage Change in Sum of Diameters by BICR for 
T-DXd 5.4 mg/kg

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501



Best Overall Response by BICR by Subgroup With 
T-DXd 5.4 mg/kg

Raghav et al, Journal of Clinical Oncology 2023 41:16_suppl, 3501-3501



Take Home message HER-2+ mCRC
• HER-2 amplification SHOULD be tested in conjunction with RAS, BRAF, MSI status 
• 20% of patients with HER-2 amplification, will have RAS mutation 
• HER 2 amplification does drive EGFR inhibitor resistance in metastatic CRC 



Thank you!


