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Recent Advances in mHSPC

1. Sweeney CJ, et al. N Engl J Med 2015;373:737–746; 2. James ND, et al. Lancet 2016;387:116–177; 3. Fizazi K, et al. N Engl J Med 2017;377:352–360; 
4. Armstrong AJ, et al. J Clin Oncol 2019;37:2974-86; 5. Davis ID, et al. N Engl J Med 2019;381:121-31; 6. Chi KN, et al. N Engl J Med 2019;381:13-24. 7 Fizazi K et al ESMO Sep 
2021.

mHNPC, metastatic hormone-naive prostate cancer.
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Phase III Trials in mHSPC
Study Agents N De novo M1 Median FU* HR

CHAARTED1 DOC vs ADT 790 76% 53.7 0.72

STAMPEDE2 DOC/P vs ADT 1,086 95% 78.2 0.81

GETUG 153 DOC vs ADT 385 71% 83.9 0.88

LATITUDE4 ABI/P vs ADT 1,199 100% 51.8 0.66

STAMPEDE5 ABI/P vs ADT 1,002 94% 40.0 0.61

TITAN6 APA vs ADT 1,052 81% 45.0 0.65

ENZAMET7 ENZA vs ADT 1,125 61% 34.0 0.67

ARCHES8 ENZA vs ADT 1,150 67% 14.4 0.81

PEACE-19 ADT+Doc+Abi vs 

ADT+Doc
710 100% 44.0 0.75

1. Kyirakopoulos CE, et al. J Clin Oncol. 2018;36:1080-7; 2. Clarke N, et al. Ann Oncol. 2019;30:1992-2003; 3. Gravis G, et al. Eur Urol. 2016;70:256-62; 
4. Fizazi K, et al. Lancet Oncol. 2019;20:686-700; 5. James ND, et al. N Engl J Med. 2017;377:338-51; 6. Chi KN, et al. N Engl J Med. 2019;381:13-24; 
7. Davis ID, et al. N Engl J Med. 2019;381:121-31; 8. Armstrong A, et al. J Clin Oncol. 2019;37:2974-86. 9. Fizazi K, et al ESMO 2021

ABI: abiraterone; ADT: androgen deprivation therapy; APA: apalutamide; DOC: docetaxel; ENZA: enzalutamide; FU: follow-up; HR: hazard ratio; 
M1 HSPC: metastatic hormone-sensitive prostate cancer; NR: not reached; OS: overall survival; P: prednisone



Control Treatment HR (95% CI)

CHAARTED 136/393 101/397 0.61 (0.47–0.80)

GETUG-15 NA/193 NA/192 0.90 (0.69–1.81)

STAMPEDE (SOC +/− Doc) 350/724 144/362 0.76 (0.62–0.93)

STAMPEDE (SOC + ZA +/− Doc) 170/366 158/365 0.85 (0.65–1.10)

Overall 0.77 (0.68–0.87)

Heterogeneity: 2 = 4.80; df = 3; p = 0.187; I2 = 37.5%

Survival with Upfront DOC in mHSPC

• Results based on 2,993 men/2,198 events

Doc, docetaxel, NA, not available; SOC, standard of care; ZA, zoledronic acid.

Vale CL, et al. Lancet Oncol. 2016;17:243-56.
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Favours SOC + Doc Favours SOC
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Absolute 9% OS benefit at 4 years 



Survival with Upfront ABI in mHNPC

• Overall survival

• Results based on 2,201 men / 774 deaths

7Rydzewska L, et al. Eur J Cancer. 2017;84:88-101. 

Absolute 14% OS benefit at 3 years 



Survival with Upfront APA or ENZA in mHNPC

Chi KN, et al. N Engl J Med. 2019;381:13-24; Davis ID, et al. N Engl J Med. 2019;381:121-31.

TITAN (apalutamide)1

(N=1,052)
ENZAMET (enzalutamide)2

(N=1,125)

ENZA is licensed by EMA for M0 CRPC and M1 CRPC

APA: apalutamide; ENZA: enzalutamide; EMA: European Medical Agency; M0 CRPC: non-metastatic castration-resistant prostate cancer



Can We Compare These Trials?

NO



These Trials Enrolled Different Patients

Clarke N, et al. Ann Oncol 2019;30(suppl 5):844O(podium presentation); Gravis G, et al. Eur Urol. 2018;73:847-55.
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De novo M1 Disease = Worse Prognosis
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Francini E, et al. The Prostate 2018;78:889-95.
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Retrospective analysis of 436 consecutive patients with M1 HSPC treated

with ADT between 1990 and 2013 at the Dana-Farber Institute



Is there a real difference in Metachronous vs 
Synchronous mHSPC?

• Metachronous metastatic disease (as assessed by conventional imaging), may 
have cancers that behave differently. 

• These patients often have lower burden of disease, and treatment with 
testosterone suppression alone is associated with longer survival compared to 
those with de novo/synchronous metastatic prostate cancer at the time of 
diagnosis. 

• Patterns of clinical management may have a role to play in outcome differences. 

• Timing of progression and response will likely shift due to lead time bias, 
particularly if novel imaging technologies used

• Other as-yet-unknown factors must be contributing to the observed biological 
differences. 

12



13



14



15



16



17



Can We Combine DOC and ARTA
in Metachronous mHSPC?
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NO
...

NOT YET



OS 

(DOC subgroup*; n=503)

OS 

(No DOC subgroup; n=622)
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Davis ID, et al. N Engl J Med. 2019;381:121-31. Supplementary Material. Available at 
https://www.nejm.org/doi/suppl/10.1056/NEJMoa1903835/suppl_file/nejmoa1903835_appendix.pdf. Accessed Jul 14, 2020. 

ENZAMET (ADT ± ENZA ± DOC) in mHSPC

*6 cycles DOC (2 allowed before randomization)

https://www.nejm.org/doi/suppl/10.1056/NEJMoa1903835/suppl_file/nejmoa1903835_appendix.pdf


ADT+DOC
+ABI/P Co-primary

endpoints: 
OS and PFS 
(HR: 0.75)

ADT+DOC
Local radiotherapy
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Patients with 
newly diagnosed 

mHNPC

Sponsor: Unicancer

ADT+DOC

ADT+DOC
Local radiotherapy

+ABI/P

N=1,168

Stratification ADT / ADT+DOC

NCT01957436 Clinicaltrials.gov

PEACE-1 Phase III Trial in Newly Diagnosed mHSPC
(revised design)



Management of mHSPC
in Practice
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Several questions as yet unanswered BUT….

ADT alone in M1 disease in a fit and eligible 
patient is not an appropriate option

And in Metachronous MHSPC evidence accumulating regarding ADT+ARTA



EAU Guidelines 2021 M1 Disease

22• EAU-EANM-ESTRO-ESUR-SIOG Prostate Cancer Guidelines 2021(uroweb.org)



The Challenge for the Uro-oncologist in mHSPC

• To tailor treatment for mHSPC
• Counsel patients on all available treatment options

• ADT alone should not be considered standard of care in fit and 
eligible patients

• To proactively manage adverse events of new 
treatment options
… to optimize treatment outcomes (quality of life, survival)

• Multidisciplinary care a key to success!!
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Patient Management: 
a Patient-Centered Partnership
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Partnership
Urologists Oncologists

Nurses/
Pharmacists

Support Support

Patient



Thank you!
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