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Definition :

No relapse
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Mateo et al Eur urol 75:285, 2019



Outline : nmCRPC

2. Who needs a treatment ?



Prognostic factors : PSA level and doubling time

* Men (N=201) with non-metastatic prostate cancer and rising PSA despite ADT were
followed for 48 months to assess development of metastatic disease and survival

Time to bone metastases or death by Time to bone metastases or death by
PSA level PSA Doubling Time (PSADT)
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Smith M et al. J Clin Oncol. 2005;23:2918-2925.



More recent trials : PSA DT in placebo arm
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Study Month

PSA DT (months)

High risk nmCRPC

PSA > 2ng/mL

PSA doubling time (DT) < 8 or 10 months




Other key factors: Age, comorbidies
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3. How to treat patients ?



Previous Phase Il trials in nmCRPC
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Next generation AR targeted agents in nmCRPC

ARAMIS 3
n=1509

SPARTAN * PROSPER ?
n= 1207 n = 1401

Darolutamide
1200 mg (600 mg x 2/D) +
ADT

Apalutamide Enzalutamide
240 mg/day + ADT 160 mg/day + ADT

1. Smith MR, et al. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 2018;378(15):1408-18.
2. Hussain M, et al. Enzalutamide in Men with Non metastatic, Castration-Resistant Prostate Cancer. N Engl J Med. 2018 Jun 28;378(26):2465-2474.
3. Fizazi K, et al. Darolutamide in Nonmetastatic Castration-Resistant Prostate Cancer. N Engl J Med. 2019 Feb 14. doi: 10.1056/NEJM0a1815671. [Epub ahead of print]


https://www.ncbi.nlm.nih.gov/pubmed/30763142

Phase 3R trials : Design + Endpoints

1 Apalutamide
SPARTAN 240 mg/jour + ADT
Patients
nNMCRPC (n= 1207)
High risk PSADT < 10 months

PROSPER 2

Patients Enzalutamide

160 mg/jour + ADT

nmMCRPC (n=1401)
High risk
PSADT < 10 months
PSA = 2 ng/mL

ARAMIS 3 - Darolutamide
Patients 1200 mg (2 x 300 mg x 2/J)
nmCRPC (n=1509) + ADT
High risk

PSA = 2 ng/mL n= 554

Smith MR, et al. Apalutamide treatment and metastasis-free survival in prostate cancer. N EnglJ Med. 2018;378(15):1408-18.
Hussain M, et al. Enzalutamldem Men with Non metastatic, Castration-Resistant Prostate Cancer. N EnglJ Med. 2018 Jun 28;378(26):2465-2474.
Fizazi K, etal Dar int ic Castration: i Prostate Cancer. N EnglJ Med. 2019 Feb 14. doi: 10.1056/NEJM0a1815671. [Epub ahead of print
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Primary Endpoint : MFS

SPARTAN

A Kaplan-Meier Estimates of Metastasis-free Survival

100

Patients Who Were Alive
without Metastasis (%)
3
T

Apalutamide

Hazard ratio for metastasis or death,
0.28 (95% C1, 0.23-0.35)
P<0.001

No. at Risk

Months from Randomization

Apalutamide 806 713 652 514 398 282 180 96 36 16 3 o
Placebo 401 291 220 153 91 58 34 13 5 1 0 [

72% median MFS :
APA 40,5 vs PBO 16,2 months
MFS gain: 24,3 months

Smith MR et al. N Engl J Med 2018:;378(15):1408-1418

SSM: survie sans métastases

PROSPER

Median Metastasis-free
Survival (95% C1)

mo
Enzalutamide 36 6 (33 1-NR)
Placebo 147 (14.2-15.0)
Hazard ratio for metastasis or death,

0.29 (95% Cl, 0.24-0.35)
P<0.001

Enzalutamide

Patients without Event (%)

Month

No. at Risk
Enzalutamide 933 865 759 637 528 431 418 3w 237 159 87 77 3 4 [
cel 0

488 420 296 212 157 105 98 &4 49 3 16 11 s 1

71% median MFS :
ENZA 36,6 vs PBO 14,7 months
MFS gain: 21,9 months

Hussain M et al. N Engl J Med 2018;378(26):2465-2474

ARAMIS

A Kaplan-Meier Analysis of Metastasis-free Survival
10

Darolutamide
Darolutamide Placebo

P<0.001

Probability of Survival
without Metastasis

N
]

: Placeba

z T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48
Months

No. at Risk
Darolutamide 955 817 675 506 377 262 139 116 68 37 13 2 0O
Placebo 554 368 275 180 117 75 S0 29 12 4 O 0 O

59% median MFS :
DARO 40,4 vs PBO 18,4 months
MFS gain: 22 months

Fizazi K et al. N Engl J Med 2019;380(13):1235-1246

Survival (85% Cl)
mo

Hazard ratio, 0.41 (95% C1, 0.34-0.50}



Overall Survival

0s P ROS P E R (Sternberg et al. NEJM 2020)
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Adverse events : Toxicity profile

Apalutamide (SPARTAN) | Enzalutamide (PROSPER) | Darolutamide (ARAMIS)

Txvs PBO (%) Txvs PBO (%) Txvs PBO (%)

Grade 5 AE (death) 1.2vs0.3 3vs1l 39vs3.2
Fatigue, any 30vs 21 33vs 14 12.1vs 8.7
Fatigue, gr 3-4 09vs0.3 3vs1l 0.4vs0.9
Asthenia NR 9vs 6 NR
HTN, any 24.8 vs 19 12vs5 6.6vs5.2
HTN, gr 3-4 14.3vs 11.8 5vs 2 3.1vs2.2
Falls,any 15.6vs 9 11vs4 4,2 vs 4,7
Falls, gr 3-4 1.7vs0.8 1vs1 0,8vs 0,9
Fracture, any 11.7vs 6.5 Falls and fractures 4,2vs 3,6
Fracture, gr 3-4 2.7vs0.8 s 0,9vs0,9

Smith MR, et al. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 2018;378(15):1408-18.
Hussain M, et al. Enzalutamide in Men with Non metastatic, Castration-Resistant Prostate Cancer. N Engl J Med. 2018 Jun 28;378(26):2465-2474.
Fizazi K, et al. Darolutamide in Nonmetastatic Castration-Resistant Prostate Cancer. N Engl J Med. 2019 Feb 14. doi: 10.1056/NEJM0a1815671. [Epub ahead of print]



Outline : nmCRPC

4. Remaining questions: Metabolic imaging



Metabolic Imaging

PET-(*1C/'8F)Choline

a b = - >> Conventional imaging
90 9 - Limited sensitivity for low PSA level
LA LA
LI ) L

PET-3GaPSMA :

Biochemical relapse

CPRC M0??

“3a-PSMA-11 PETCT

68Ga-PSMA 18FE-Choline ' o \sf . .

"WF-Fluciclovine PETICT




NMCRPC : localized or locally advanced disease

* N=200 pts

e Spartan inclusion criteria
 PSA DT<10 months

e Conventional Imaging

* PET Choline : 98% positivity
* 55% poly-metastatic

“Lung (n = 4], TREF (N = 5), peritoneum (n = 4), connectve tissue (n=1)
The size of lhe red circles Is proportional to lesion prevalence.

25% Local progression Treatment of the primary
25% Locally advanced (N+) +/- pelvis
Fendler et al SUO, 2018



Toward a new classification ??

2

§ PET PSMA CT, Bone scan
Whole body MRI

= PSA >10 ng/mL

g CT, bone scan PSA > 0.5ng/mL

MO ' )

=

S Systemic Tx Systemic Tx Systemic Tx Systemic Tx

‘§ ENZ/APA/DARO +/- local Tx +/- local Tx M+ ENZ/AA

s DOC/CAB/OLA

RADIUM/...



Remaining questions

 How should we monitor these patients

— Baseline imaging, every 3-6 months, at PSA
progression

* When should we change treatment
— PSA alone, radiological/clinical progression?

* Intermittent use of second generation HT ?



Conclusion : nmCRPC

* Quite rare situation
* Even rarer if next generation imaging is used

 Three agents: Apa -, Enza-, Darolutamide
— Clear and meaningful improvement of MFS and OS
— Acceptable toxicity, some issues though (fall, fractures, CV )
— Cost
* New strategies should be assessed
— Treatment of oligometastatic disease

— Intermittent use of AR targeted agents
— Monitoring strategies
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