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AR pathway



Androgens: Mechanism of action
• Testosterone converted to DHT

– More potent AR agonist

• AR normally bound in a complex
with multiple chaperones (HSPs)

• After binding of DHT (or other
androgens), AR changes its
conformation leading to:

– Phosphorylation and dimerisation

– Nuclear translocation

– Binding to ARE in promoter and

enhancer regions of target gene

• Co-activators or co-repressors
initiate or inhibit transcription

Feldman BJ. Nat Rev Cancer 2001;1:34–44 



Elaborazione grafica da Nelson et al, J Clin Oncol 2012
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HSPC: Androgen ablation therapy
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The role of CT or 2nd generation HT in HSPC:

Rational

Docetaxel or 2nd generation HT
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Evolution of Hormone Blockade in PCa 
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GnRH agonist/antagonist:

efficacy in clinical setting

• PSA reduction:                     > 90%

• Clinical Response:                                          70-80%

• Early progression:                                           < 5%

• PSA progression-free at 1 year:                   80-85%

• PFS 18-36 months

• OS > 4-5 years

Klotz. BJU Int 2008; Kienle, et al. Urol Int 1996; Trachtenberg, et al. J Urol 2002



Medical Complications of ADT

Morgans A, ASCO 2018



mHSPC:

ROLE OF 2nd generation HT



LATITUDE STUDY

N Engl J Med. 2017 June 4 

STAMPEDE STUDY

N Engl J Med. 2017 June 3 

Hormone Sensitive Prostate Cancer



Study design of LATITUDE

The role of 2nd generation HT in mHSPC



Overall Survival as Co-Primary Endpoint:  Results

The role of 2nd generation HT in mHSPC



LATITUDE

AEs of special interest

Fizazi K, NEJM 2017 



STAMPEDE. Multi-Arm Multi-Stage platform design

The role of 2nd generation HT in mHSPC



Slide 32

James N, ASCO 2017 

Abiraterone in STAMPEDE

The role of 2nd generation HT in mHSPC



Hormone Sensitive Prostate Cancer

ABI vs DOCE

Study Agents N
Median FU

(Months)

Median OS

(Months)

CHAARTED DOC vs ADT 790 53.7 57.6 vs 47.2

STAMPEDE DOC/P vs ADT 1,086 43 60 vs 45

GETUG 15 DOC vs ADT 385 83 62.1 vs 48.6

LATITUDE ABI/P vs ADT 1,199 41 NR vs 36.7

STAMPEDE ABI/P vs ADT 1,002 40 NR



Wallis, Eur J Urol 2017



STAMPEDE: ADT+AA+P vs ADT+DOC (377 vs 189)

The role of CT or 2nd generation HT in mHSPC:



STAMPEDE

The role of CT or 2nd generation HT in mHSPC:



STAMPEDE

The role of CT or 2nd generation HT in mHSPC:

Sydes M, ESMO 2017
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The different stages of prostate cancer



M0-CRPC

STRIVE: Study design

• A multicentre, Phase 2, randomised, double-blind, efficacy and 

safety study in asymptomatic or mildly symptomatic patients with 

progression despite primary ADT

Patient population

396 men with 

progressive mCRPC 

(M0 or M1)

Asymptomatic/mildly 

symptomatic

Chemotherapy-naïve

No requirement for 

steroids

Ongoing ADT

No prior progression 

on bicalutamide

Enzalutamide 

160 mg QD

(n=198)

Primary endpoint:

•PFS

– Radiographic 

progression 

– PSA progression

– Death

Key secondary endpoints:

•Time to PSA progression

•PSA response

•rPFS (M1 population only)

R

1:1

Bicalutamide 

50 mg QD

(n=198)

HR=0.24 (95% CI: 0.18–0.32); p<0.0001100
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(95% CI: 16.5–NYR)

Bicalutamide:
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M0-CRPC

Husain M, ASCO 2018

Small E, ASCO 2018



M0-CRPC

Husain M, ASCO 2018

Small E, ASCO 2018



M0-CRPC

PROSPER TRIAL SPARTAN TRIAL

Husain M, ASCO 2018

Small E, ASCO 2018



M0-CRPC

PROSPER TRIAL SPARTAN TRIAL

Husain M, ASCO 2018

Small E, ASCO 2018



The different stages of prostate cancer



F
ir

s
t 

li
n

e
H

T

Summary of mCRPC therapy: chemo-naive pts

ABIRATERONE* 34.7

Placebo *              30.3

ENZALUTAMIDE           35.3

Placebo                31.3

RAD-223       16.1

Placebo   11.5

DOCETAXEL* 19.2

Mitoxantrone*15.3

Overall Survival* Plus Prednisone

TAX 327
(2004)

COU-AA-302
(2013)

PREVAIL
(2014)

ALSYMPCA
(2012)

HR 0.81 

p=0.0033

HR 0.77 

p=0.0002

HR 0.74 

p=0.0028

HR 0.79 

p=0.004
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Summary of mCRPC therapy: chemo-naive pts

ABIRATERONE*        

Placebo *              

ENZALUTAMIDE  

Placebo              

RAD-223     

Placebo  

DOCETAXEL*    

Mitoxantrone*

* Plus Prednisone

TAX 327
(2004)

COU-AA-302
(2013)

PREVAIL
(2014)

ALSYMPCA
(2012)

• No visceral disease

• NRS 0-3

• M+ bone & visceral

• NRS 0-3

• M+ bone only

• Symptomatic

• M+ bone & visceral

• Symptoms yes & no



mCRPC

No visceral  M+ Visceral  M+ Only bone M+ 

DOCETAXEL DOCETAXEL

ENZALUTAMIDE

ABIRATERONE

SYMPTOMATIC ASYMPTOMATIC or MILDLY

DOCETAXEL

RAD223

DOCETAXEL

ENZALUTAMIDE

Therapeutic options for mCRPC 2016
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Summary of mCRPC therapy
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TROPIC
(2010)

COU-AA-301
(2010)

AFFIRM
(2012)

ALSYMPCA
(2012)

* Plus Prednisone

D
o

ce
ta

xe
l

HR 0.70 p<0.0001

HR 0.74 p<0.001

HR 0.63 p 0.0001

HR 0.69 p 0.00185

** 2 or more bone M+ mCRCP symptomatic; no visceral disease.

pts who had received, were not eligible to receive, or declined docetaxel

**

Summary of mCRPC therapy after docetaxel

Enzalutamide 18.4

RAD223
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Conclusions
(HSPC pts)

• Biochemical or surgical castration represent the standard of care

• ABIRATERONE SHOULD BE DELIVERED:

– Metastases at diagnosis: synchronous disease.

– High risk disease (both high and low volume)

• CHEMOTHERAPY SHOULD BE DELIVERED:

– Metastases at diagnosis: synchronous disease.

– High volume disease (Visceral metastases or > 4 bone lesions with at least

one beyond the vertebral bodies and pelvis [Charteed criteria]).



Conclusions
(CRPC pts)

1. In case of M0CRPC, ADT + ENZALUTAMIDE or APALUTAMIDE showed a statistically

significant improve of MFS.

2. The therapeutic choice should be driven by radiological visceral presence/absence

of M+ and clinical presence/absence of symptoms.

3. ABIRATERONE/ENZALUTAMIDE significantly improve survival outcomes of pts with

asymptomatic/mildly symptomatic M+ disease.

4. Cross-resistance between AA and ENZA (20% responders)
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