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Carcinoma prostatico localmente avanzato e metastatico ormono sensibile
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Progress in Management of mHSPC
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TITAN: STUDY DESIGN

Study population:
(estimated 1000 pts)

• Diagnosis of prostate adenocarcinoma.
• Metastatic disease documented by >= 1 

bone lesions.
• ECOG PS grade of 0 or 1
• Permitted previous docetaxel treatment: 

maximum of 6 cycles, last dose <=2 months, 
stable disease or better

• Other allowed prior treatment for mHSPC: 
a) Maximum of 1 course of radiation or 
surgical intervention; radiation therapy for 
metastatic lesions must be completed prior 
to randomization; b) Less than or equal to 
(<=) 6 months of ADT

• Allowed prior treatments for localized 
prostate

Primary Outcome

• Radiographic Progression-Free Survival 
• Overall Survival
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Apalutamide plus 
ADT

Placebo plus ADT

Next-generation androgen receptor (AR) antagonist - APALUTAMIDE

Presented By Kim Chi at 2019 ASCO Annual Meeting



TITAN – Results 

Modified By Kim Chi at 2019 ASCO Annual Meeting
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TITAN – Conclusions 

Presented By Kim Chi at 2019 ASCO Annual Meeting

• In patients with metastatic castration-sensitive prostate cancer,
the addition of apalutamide to ADT significantly improved survival

• rPFS: 52% reduction in risk of radiographic progression or
death (HR: 0.48; 95% CI: 0.39-0.60; P < .0001)

• OS: 33% reduction in risk of death (HR: 0.67; 95% CI: 0.51-
0.89; P = .0053)

• Apalutamide was well tolerated with adverse events consistent
with previously reported data

• Results support the addition of apalutamide to ADT for patients
with metastatic castration-sensitive prostate cancer
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ENZAMET – Study Design

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Primary endpoint: OS

ENZAMET – Results 

Secondary endpoint: PFS (PCWG2)

Modified By Christopher Sweeney at 2019 ASCO Annual Meeting
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ENZAMET – Concurrent Docetaxel 

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



ENZAMET – Conclusions 

Davis et al NEJM 2019

Sweeney C 2019 ASCO Annual Meeting

• Enzalutamide demonstrated improved survival compared with

standard NSAA in patients with mHSPC

• 36-mo OS: 80% for enzalutamide vs 72% for NSAA (HR: 0.67;

P = .002)

• Similar OS benefit in patients with low and high volume of

metastases

• Increased toxicity was shown with the addition of enzalutamide,

as expected

• Patients who were also treated with docetaxel experienced

more chemotherapy-related toxicity

• The study investigators concluded that enzalutamide is an

appropriate option for men with mHSPC starting on ADT



ENZALUTAMIDE - ARCHES
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ENZALUTAMIDE - ARCHES
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ADVERSE EVENTS OF SPECIAL INTEREST

ARCHES

ENZAMETTITAN



HOW TO CHOOSE BETWEEN UP-FRONT TREATMENTS IN mHSPC

DOCETAXEL ABIRATERONE ENZALUTAMIDE
APALUTAMIDE

 Short term 
treatment

 Peripheral 
neuropathy, hair loss

 Use of 
corticosteroids

 High volume

 Long term treatment

 Liver enzymes, 
electrolytes

 Use of 
corticosteroids

 Any

Toxicities

Duration of 
treatment

Corticosteroids

Setting

 Long term treatment

 CNS (seizure), falls

 No use of 
corticosteroids

 Any



DOCETAXEL ABIRATERONE
ENZALUTAMIDE

APALUTAMIDE

TREATMENT OPTIONS IN mHSPC
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