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Disclosures

• Speaking honorarium – Pfizer

• I will discuss indications for pharmaceutical products which do not 
have Health Canada approval.



Objectives

• Review systemic therapy options for de novo metastatic prostate 
cancer

• Discuss emerging data for combination systemic therapy and local 
therapy mCSPC

• Raise awareness for ongoing clinical trials in mCSPC



Wine List

• ADT + docetaxel

• ADT + abiraterone

• ADT + NSAA

• How to choose?

• Is more better?

• Summary



Cases

Case 1

• 73M presents with 
fatigue, low back pain

• CT scan shows bone, 
LN, and liver mets

• PSA 289

• Biopsy shows adeno 
with neuroendocrine 
differentiation

Case 2

• 73M presents after 
annual PSA with GP 
was 36. Some mild 
fatigue and low back 
pain.

• Bone scan shows 5 
bone mets in lumber 
spine and pelvis. No 
other mets.

Case 3

• 73M admitted for 
NSTEMI. Poor mobility, 
socially isolated. In 
hospital imaging shows 
numerous bone mets.

• PSA 54.



ADT vs ADT + docetaxel

• 3 phase 3 trials: CHAARTED, STAMPEDE, GETUG-AFU 15

• Trial populations were slightly different in terms of de novo vs 
recurrent, high vs low volume

• Compared ADT to ADT + docetaxel x 6-9 cycles



CHAARTED



CHAARTED
HIGH VOLUME DE NOVO METASTATIC LOW VOLUME DE NOVO METASTATIC



ADT vs ADT + docetaxel

• CHAARTED and STAMPEDE both showed a significant OS advantage to 
ADT + docetaxel compared to ADT alone

• GETUG-AFU 15 did not show a significant difference in OS

• Subgroup analysis from all three trials showed a greater benefit for 
high-volume disease compared to low-volume disease

• No significant difference between recurrent or de novo metastatic 
disease



Docetaxel toxicity

• Expected docetaxel toxicity profile
• 6-15% febrile neutropenia

• <1% treatment-related death



ADT vs ADT + docetaxel

• Docetaxel improves overall survival for patients with metastatic 
castrate sensitive prostate cancer

• Greatest benefit for patients with high-volume disease

• Survival advantage for both de novo and recurrent metastatic disease



ADT vs ADT + abiraterone

• Two phase 3 trials: LATITUDE and STAMPEDE

• Studies used a different patient populations
• LATITUDE = M1 high-risk

• STAMPEDE = M0 high-risk, N+ and M1

• No prior docetaxel

• Compared ADT to ADT + abiraterone 1000mg daily + prednisone



LATITUDE

Median OS:
ADT + placebo = 36.5mo
ADT + abiraterone+prednisone = 53.3mo



ADT vs ADT + abiraterone

• Both trials showed significant improvement in overall survival

• Significant benefit seen in subgroup of de novo metastatic disease 
(recurrent population quite small)

• Unclear of the interaction with disease volume



Abiraterone HR-QOL

• Addition of abiraterone improved time to skeletal related events

• Addition of abieraterone improved proportion living without pain



Abiraterone toxicity

• Expected side-effect profile as seen in CRPC setting

• Grade 3-4: 
• hypertension = 20%

• Hypokalemia = 11%

• Transaminitis = 4-7%



ADT vs ADT + abiraterone

• Abiraterone + prednisone improves overall survival for patients with 
metastatic castrate sensitive prostate cancer

• Abiraterone + prednisone reduces proportion living with pain and 
time to skeletal-related events



ADT vs ADT + NSAA

** neither apalutamide nor enzalutamide have Health Canada 
indications for castrate-sensitive prostate cancer **

• Three phase 3 trials: TITAN (apalutamide vs placebo), ARCHES 
(enzalutamide vs placebo), ENZAMET (enzalutamide vs 1st Gen NSAA)

• All M1 CSPC

• 10-25% of patients received prior docetaxel



TITAN

2y OS:
ADT + placebo = 73.5%
ADT + apalutamide = 82.4%

HR 0.67, 95% CI 0.51-0.89



ENZAMET

3y OS:
ADT + placebo = 72%
ADT + enzalutamide = 80%



ADT vs ADT + NSAA

• TITAN and ENZAMET have shown improvement in OS for addition of 
NSAA 

• Both trials showed improvement in OS for low and high-volume 
disease

• Improvement in OS for both de novo and recurrent metastatic disease



NSAA HR-QOL

• Addition of NSAA reduced time to symptomatic skeletal event and 
time to clinical progression

• Most QOL data is not mature



NSAA Toxicity

• Apalutamide:
• Rash 27% (Grade 3-4 = 6%)

• Hypothyroid 6% (Grade 3-4 = 0%)

• Enzalutamide
• As seen with CRPC

• Seizure 2% (Grade 3-4 = <1%)

• Fatigue (Grade 3-4 = 6%)

• Hypertension (Grade 3-4 = 8%)



ADT vs ADT + NSAA

• Addition of NSAA to ADT improves OS for de novo metastatic prostate 
cancer

• Improvement in OS for both de novo and recurrent mCSPC

• Improvement in OS for both low and high-volume disease

• QOL data is early but some improvement in time to symptomatic 
skeletal events and time to clinical progression



How to choose?

• STAMPEDE direct comparison of docetaxel and abiraterone arms did 
not show any significant difference in survival
• Worst toxicity profile was similar between two arms but different

• Network meta-analysis (GETUG, CHAARTED, STAMPEDE, LATITUDE) 
showed no significant difference in survival, suggests slightly better 
QOL data for abiraterone

• No comparison trials between docetaxel and NSAA or abiraterone and 
NSAA

Sydes Ann Oncol 2018, Feyerabend Eur J Oncol 2019



Why choose - add more?



Concurrent Docetaxel: Prespecified Subgroup of Interest<br />(Biology and Treatment Implications)

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



ADT vs ADT + docetaxel + NSAA

• Subgroup analysis of TITAN and ENZAMET did show significant 
difference in OS for NSAA in patients with prior docetaxel but there 
was an improvement in PFS

• Ongoing studies:
• ARASENS – mCSPC treated with ADT+docetaxel +/- darolutamide

• PEACE-1 trial – mCSPC ADT+docetaxel +/- abiraterone +/- radiotherapy



Treatment of the primary

• STAMPEDE population randomized to radiotherapy or no 
radiotherapy to the primary tumour
• Prior docetaxel (18%) but no abiraterone

• Whole population:
• Improvement in failure free survival but not overall survival (HR 0.92, 95% CI 

0.80-1.06)

• Low-volume disease
• Improvement in 3yr OS (81% vs 73%, HR 0.68, 95% CI 0.52 to 0.90)



Cases

Case 1

• 73M presents with 
fatigue, low back pain

• CT scan shows bone, 
LN, and liver mets

• PSA 289

• Biopsy shows adeno 
with neuroendocrine 
differentiation

Case 2

• 73M presents after 
annual PSA with GP 
was 36. Some mild 
fatigue and low back 
pain.

• Bone scan shows 5 
bone mets in lumber 
spine and pelvis. No 
other mets.

Case 3

• 73M admitted for 
NSTEMI. Poor mobility, 
socially isolated. In 
hospital imaging shows 
numerous bone mets.

• PSA 54.



Summary

• ADT-alone, docetaxel and abiraterone are treatment options for 
selected patients with de novo metastatic prostate cancer

• Recent trial data show promising results for addition of NSAA to ADT 
in this patient population.

• Further data is needed understand role of abiraterone or NSAA for 
patients who received docetaxel.



Thank you

Go Bianca!





CHAARTED

• Newly diagnosed metastatic (M1) 
CSPC
• Median age 64

• De novo metastatic 72.8%

• Arm A: ADT 

• Arm B: ADT + docetaxel x 6 cycles



CHAARTED
HIGH VOLUME DE NOVO METASTATIC LOW VOLUME DE NOVO METASTATIC



STAMPEDE

• Advanced prostate cancer 
• Recurrent (3%)
• M1 (59%) and/or
• N+ (15%) and/or
• high-risk locally advanced (22%) 

defined as 2 of 3: (i) T3-4, (ii) 
Gleason 8-10, (iii) PSA ≥ 40

• Median age 65

• Arm A: Standard of care

• Arm B: Standard of care + 
docetaxel + prednisone x 6 cycles

Median OS:
SOC = 71mo
SOC+Doc = 81mo

HR 0.78, 95% CI 0.66-0.93



STAMPEDE



GETUG-AFU 15

• Newly diagnosed metastatic 
(M1) CSPC
• Median age 64

• De novo metastatic 72.0%

• Arm A: ADT 

• Arm B: ADT + docetaxel x 9 
cycles

OVERALL POPULATION



GETUG-AFU 15

• Similar HR to CHAARTED and 
STAMPEDE but not 
statistically significant

HIGH VOLUME DISEASE POPULATION



LATITUDE

• Newly diagnosed high-risk 
M1 prostate cancer
• 2 of 3:

• Gleason ≥ 8
• ≥ 3 bone mets
• ≥1 visceral met

• Prior docetaxel = none
• Median age 67
• De novo NR%

• Arm A: ADT + placebo
• Arm B: ADT + abiraterone + 

prednisone

Median OS:
ADT + placebo = 36.5mo
ADT + abiraterone+prednisone = 53.3mo



STAMPEDE

• Advanced prostate cancer 
• Recurrent (4%)
• M1 (49%) and/or
• N+ (20%) and/or
• high-risk locally advanced (27%) 

defined as 2 of 3: (i) T3-4, (ii) 
Gleason 8-10, (iii) PSA ≥ 40

• Prior docetaxel = none
• Median age 67

• Arm A: Standard of care
• Arm B: Standard of care + 

abiraterone + prednisone

Median OS (not reported):
SOC = ~ 42mo
SOC + abiraterone+prednisone = NR

HR 0.61


