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Outline

• Update on screening recommendations

• Diagnosis and treatment options for localized 
disease

• Advanced disease – castration sensitive

• Advanced disease – castration resistant

• Hot topics and future directions



Case 1

• Mr X is a 65 year-old male with controlled 
hypertension coming to see his cardiologist for 
an annual check-up

• He has no family history of prostate cancer, he 
asks about PSA screening

• What should we advise him?



Prostate cancer screening



Prostate Cancer Screening: USPTF 2018

• Age 55-69

• Individual decision on 
PSA screening

• No screening ≥70 



Case continued 

• Mr X has a PSA test with his annual lab tests –
it is 6.5

• Looking back in his file – his PSA 2 years ago 
was 2.5

• He has no symptoms and no abnormalities on 
DRE



MRI +/- targeted biopsy superior to 
standard biopsy 

• Avoids biopsy in low-
risk

• Increased diagnosis of 
clinically-significant 
cancer

• Decrease in diagnosis of 
clinically insignificant 
cancer

March 2018



Case continued 

• Mr X has a PSA test with his annual lab tests – it is 
6.5

• Looking back in his file – his PSA 2 years ago was 
2.5

• He has no symptoms and no abnormalities on 
DRE

• MRI shows suspicious PIRADS 4 lesion, targeted 
biopsy shows Gleason 3+3 = 6 (Gleason grade 
group 1) adenocarcinoma in 2/7 cores 10%



New Gleason Grade Groups

Epstein et al European Urology 2016



Treatment options for localized disease

• Active Surveillance

• Radical prostatectomy

• Radical radiation 
therapy

• Brachytherapy

• Watchful waiting (unfit 
for curative therapy)



Active Surveillance

• Low risk disease

• Avoids over-treatment

• Requires motivated and 
non-anxious patient!



PIVOT study: 19 years follow-up

• Patients randomized to 
surveillance vs
prostatectomy

• No significant difference 
in prostate cancer 
mortality

Wilt et al NEJM 2017
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Case 2

• Mr Y is a 65 year-old 
presenting with back 
pain

• PSA is 100 

• Imaging shows multiple 
bone metastasis



Case 2

• Options for treatment?

• Life expectancy?



Treatment of hormone-sensitive 
metastatic disease

Androgen deprivation therapy

• Surgical orchiectomy 

• Anti-androgen followed by 
LHRH-agonist

• LHRH antagonist

Additional systemic therapy

• Docetaxel chemotherapy (6 
cycles)

• Abiraterone plus 
prednisone (until 
progression)



Improved survival with addition of 
systemic therapy to ADT

Sweeney NEJM 2015, James lancet 2016, Fizazi NEJM 2017, James NEJM 2017



Improved survival with addition of 
systemic therapy to ADT

mOS 57.6 vs 44m mOS 71 vs 81m 

3yearOS 76% vs 83% mOS 35m vs NR

Sweeney NEJM 2015, James lancet 2016, Fizazi NEJM 2017, James NEJM 2017



Consensus, Controversy, and Change in 
Hormone-Naive Metastatic Prostate Cancer: 
2018

 Consensus: docetaxel + ADT appropriate for high-
volume metastatic disease 

 Controversy: docetaxel + ADT quite debatable for 
low-volume metastases

‒ New CHAARTED data negative for low volume 
subset[1]

 Change: STAMPEDE[2] and LATITUDE[3] in 2017 are 
the recent game changers (ADT ± abiraterone)

‒ ADT + abiraterone = ADT + docetaxel[4]

1. Kyriakopoulos, et al. J Clin Oncol;36:1080-1087. 2. James ND, et al. N Engl J Med. 2017;377:338-351. 
3. Fizazi K, et al. N Engl J Med. 2017;377:352-360. 4. Sydes MR, et al. Ann Oncol. 2018;[Epub ahead of print].



Phase III CHAARTED Trial Long-term Follow-up: 
High-Volume vs Low-Volume Disease

 Median follow-up of 53.7 mos in patients with metastatic 
hormone-sensitive prostate cancer randomized to ADT + 
docetaxel vs ADT alone (N = 790)

Kyriakopoulos CE, et al. J Clin Oncol. 2018;36:1080-1087.

High-Volume Disease Low-Volume Disease

MosMos

mOS, Mos
ADT + docetaxel 51.2
ADT alone 34.4

HR: 0.63 (95% CI: 0.50-
0.79; P < .001)

mOS, Mos
ADT + docetaxel 63.5
ADT alone
NR

HR: 1.04 (95% CI: 0.70-
1.55; P = .86)



2 New Abiraterone Studies in Castrate-
Sensitive Metastatic Disease: Inclusion Criteria

 LATITUDE[1]

‒ At least 2 of the following 3 features: Gleason score ≥ 8, 
measurable visceral metastasis, ≥ 3 bone lesions

 STAMPEDE[2]

‒ Newly diagnosed metastatic disease. Pelvic node–
positive, or high-risk locally advanced with ≥ 2 high-risk 
features (Gleason score 8-10, T3-T4, PSA ≥ 40 ng/mL) 

‒ Relapsing after local therapy with high-risk features: PSA > 
4 ng/mL with doubling time < 6 mos, PSA > 20 ng/mL, 
metastatic or nodal relapse, 
< 12m  of total ADT including interval > 12m without 
treatment

1. Fizazi K, et al. N Engl J Med. 2017;377:352-360. 2. James ND, et al. N Engl J Med. 2017;377:338-351. 



LATITUDE: ADT + Abiraterone + Prednisone vs ADT + 
Dual Placebo in Metastatic Castrate-Sensitive PC

 Randomized, double-blind phase III trial in patients 
with newly diagnosed disease (N = 1199)

Fizazi K, et al. N Engl J Med. 2017;377:352-360. 

Survival PSA Progression

HR: 0.62 (95% CI: 0.51-0.76)
P < .001

HR: 0.30 (95% CI: 0.26-0.35)
P < .001



STAMPEDE: ADT + Abiraterone + Prednisolone 
vs ADT Alone
 Randomized, open-label, multiarm, multistage phase 

II/III trial (N = 1917)

James ND, et al. N Engl J Med. 2017;377:338-351. ClinicalTrials.gov. 
NCT00268476. 

OS in Patients With 
Metastatic Disease

Failure-Free Survival in 
Patients With Metastatic 

Disease

Combination therapy*
ADT alone*

*By Kaplan-Meier estimates.

HR: 0.61 HR: 0.31



STAMPEDE: Direct Comparison of ADT + Docetaxel + 
Prednisolone vs ADT + Abiraterone + Prednisolone

Sydes MR, et al. Ann Oncol. 2018;[Epub ahead of print].

Kaplan-Meier OS Kaplan-Meier Failure-Free 
Survival

Mos From Randomization Mos From Randomization



High risk vs high volume?

Hoyle ESM 2018



Abirtaterone improved OS in low risk/ low 
volume HS-MPC

Hoyle ESM 2018



STAMPEDE: Radiation to primary?

Parker ESMO 2018



STAMPEDE: Radiation to primary?

Parker ESMO 2018



Consensus, Controversy, and Change in 
Hormone-Naive Metastatic Prostate Cancer: 
2019

 Consensus: docetaxel or abiraterone + ADT 
appropriate for high-volume metastatic disease 

 Controversy: docetaxel + ADT quite debatable for 
low-volume metastases

‒ New CHAARTED data negative for low volume subset

‒ Abiraterone has stronger data for OS benefit in low 
volume (ESMO 2018)

 Change: Consider radiation to primary in low-
volume disease (ESMO 2018)



Hormone/castration-sensitive advanced 
prostate cancer

High 
Volume

ADT +

Docetaxel

Abiraterone

Low 
volume

ADT +/-

Abiraterone

Docetaxel

Radiation to 
primary



Case 3

 69 year old fit gentleman

 3 episodes acute urinary retention

 Sept 2017 PSA 7.6 (2.87 Mar 2013)

 MRI prostate requested





Gleason 8 (grade group 4) on the left



PET-PSMA

Multiple radiotracer-avid 
small lymph nodes in the 
right external iliac, right 
common iliac, left 
common iliac, retrocaval, 
para caval regions 
measuring up to 1.2 x 0.5 
cm with SUVmax 31



Case 3 discussion

 Hormone sensitive metastatic prostate ca detected 
on PET-PSMA

 Locally-advanced disease with 3 episodes of 
retention

Options:

 ADT alone 

 Surgery

 Role for systemic therapy?

 Role for radiation?
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Apalutamide vs Placebo in Nonmetastatic

CRPC (SPARTAN): Phase III Study Design

• Primary endpoint: metastasis-free survival

• Secondary endpoints including: time to metastasis, PFS, time to 

symptomatic progression, OS, time to chemotherapy

• Exploratory endpoints: time to PSA progression, PSA response rate, PFS2, 

PRO

Small EJ, et al. ASCO GU 2018. Abstract 161. Smith MR, et al. N Engl J Med. 2018;

Pts with 

nonmetastatic CRPC 

and PSA doubling 

time ≤ 10 mos

(N = 1207)

Apalutamide 240 mg QD + 
Androgen Deprivation Therapy

(n = 806)

Placebo + 
Androgen Deprivation Therapy

(n = 401)

Stratified by PSA doubling time ≤ 6 
vs > 6 mos, BL bone-targeting agent 

use (yes or no), N0 vs N1

Upon distant 

metastasis, 

treatment for 

metastatic 

CRPC at 

discretion of 

treating 

physician



Enzalutamide vs Placebo in Nonmetastatic

CRPC (PROSPER): Phase III Study Design

• Primary endpoint: metastasis-free survival

• Secondary endpoints including: safety, time to PSA 
progression, time to next therapy, OS, PSA response, 
QoL

Hussain M, et al. ASCO GU 2018. Abstract 3.

Pts with M0 

nonmetastatic CRPC 

and PSA doubling 

time ≤ 10 mos

(N = 1401)

Enzalutamide 160 mg QD + 
Androgen Deprivation Therapy

(n = 933)

Placebo + 
Androgen Deprivation Therapy

(n = 468)

2:1

Stratified by PSA doubling time 
< 6 mos vs 6-10 mos, BL bone-

targeting agent use



PROSPER and SPARTAN: FFS primary 
endpoint



M0 CRPC

• What is M0 CRPC anyway?

- These studies did not use PET-PSMA/WBMRI

- Will there be a survival advantage to starting 
secondary hormonal therapy earlier in disease 
course – need longer F/U

- Will this be cost-effective?



Treatment for castration-resistant prostate cancer

Androgen-biosynthesis 
inhibitors: 

Abiraterone

Chemotherapy:

Docetaxel

Cabazitaxel

Anti-androgens:

Enzalutamide

Apalutamide (M0)

Radionuclide therapy:

Radium-223

Lutetium-PSMA

Supportive care:

Palliative radiation

Bone-targeting agents



Hot topic in advanced prostate cancer

• Treatment of oligometastatic disease

• Sequencing of therapy

• Precision medicine – somatic/germline
mutations predicting response to treatment

• Circulating biomarkers

• Emergence of neuro-endocrine phenotype 



Mutational landscape of CRPC

Sartor NEJM  2018
Robinson Cell 2015



12% of patients with advanced CRPC have 
germline mutations in DNA-repair genes

Sartor NEJM  2018
Pritchard  NEJM 2016



TOPARP: Trial of Olaparib in mCRPC

30 patients 20 patientsTotal: 50 patients
(49 evaluable)

Eligibility: Histologically confirmed metastatic CRPC, ECOG 0-2, no previous PARPi or platinum 

Mateo J, et al. N Engl J Med. 2015;373:1697-1708.

FIRST PART:
TREATED 

UNSELECTED 
mCRPC pts

Randomized 
study in 

unselected 
mCRPC pts

Biomarker 
guided patient 

selection in next 
part (Part B)

END OF TRIAL

High response 
rate: 

≥ 50% 
Responding

Intermediate RR
(10-50% 

responding) 
Putative biomarker 

identified (RR > 

50%)

Low antitumor 
activity RR < 

10%



Radiologic PFS by Presence of 
Genomic Defects in DNA Repair 

Genes

OS by Presence of Genomic Defects 
in DNA Repair Genes
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Mateo J, et al. N Engl J Med. 2015;373:1697-1708.
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TOPARP-A: PFS and OS by Presence of 
DNA Repair Defects

 All patients (N = 50) treated with olaparib 400 mg PO BID 



Prostate cancer from PSA elevation to 
late stage: therapeutic algorithm

• PSA screening recommended again by USPTF 
(55-69)

• MRI recommended prior to prostate biopsy

• For de-novo hormone-sensitive metastatic 
disease – addition of docetaxel or abiraterone
to ADT

• Consider radiation to primary in low-volume 
metastatic disease



Prostate cancer from PSA elevation to 
late stage: therapeutic algorithm

• New approvals for enzalutamide/apalutamide
in M0 CRPC (improved FFS/OS immature)

• Abiraterone/enzalutamide/doctaxel/ 
cabazitaxel and radium-223 improve survival 
in mCRPC

• On-going studies for PSMA-based radionuclide 
therapy, PARP-inhibitors for patients with 
DNA-repair defects, immunotherapy if MSI-
high



Thank you

dm25@aub.edu.lb


