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~3% in US and rising

~6 % across Europe

~60% in Asia Pacific

De Novo Metastatic Prostate Cancer incidence

~4-10% in Latin 
America 

Historically, androgen deprivation therapy (ADT)  has been the standard of care
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Median survival of patients with newly diagnosed metastases is 
about 42 months

Visceral metastases, more than five bone metastases on bone scan,
appendicular locations, and ISUP groups > 3 are all independently associated
with a decreased survival



TC PET PSMA can change management in about 21% of patients

EAU guidelines 2018

Current diagnostic paradigm is evolving:



5.3.3.4 Summary of evidence and practical considerations on initial N/M staging

…Evidence shows that choline PET/CT, MRI and PSMA PET/CT provide a more
sensitive detection of LN and bone metastases than the classical work-up
associating bone scan and abdominopelvic CT…Yet, the clinical benefit of
detecting metastases at an earlier time-point remains unclear...



One prospective multicentre study evaluated changes in planned management
before and after PSMA PET/CT in 108 intermediate and high-risk patients

As compared to conventional staging, additional LNs and bone/visceral
metastases were detected in 25% and 6% of patients respectively.

Management changes occurred in 21% of patients.

Clearly, this study could not assess whether this changes in management
induced better outcome.



6.4.4.1 Complete androgen blockade
The largest RCT in 1,286 M1b patients found no difference between surgical castration with or without flutamide. However, results
with other anti-androgens or castration modalities have differed and SRs have shown that CAB using a non-steroidal
anti-androgen (NSAA) appears to provide a small survival advantage (< 5%) vs. monotherapy (surgical
castration or LHRH agonists) beyond five years of survival but this minimal advantage in a small subset of patients must be
balanced against the increased side-effects associated with long-term use of NSAAs.

6.4.4.2 Non-steroidal anti-androgen monotherapy
Based on a Cochrane SR comparing NSAA monotherapy to castration (either medical or surgical), NSAA was
considered to be less effective in terms of OS, clinical progression, treatment
failure and treatment discontinuation due to adverse events. The evidence quality of the studies included in this review
was rated as moderate.



6.4.4.3 Intermittent versus continuous androgen deprivation therapy
Three independent reviews and two meta-analyses, looked at the clinical efficacy of intermittent androgen
deprivation (IAD) therapy. All of these reviews included eight RCTs of which only three were conducted in
patients with exclusively M1 disease. The five remaining trials included different patient groups, mainly
locally advanced and metastatic patients relapsing.

None of the trials that addressed IAD vs. continuous ADT in M1 only patients showed a survival benefit in favour of

the latter, but there was a trend towards better OS and PFS with continuous ADT.
Most of these trials, however, were non- inferiority trials. There is a trend favouring IAD in terms of QoL, especially
regarding treatment-related side- effects, such as hot flushes. In some cohorts the negative impact on sexual function
was less pronounced with IAD.

These outcomes, as well as the lack of any survival benefit in M1 patients,
suggest that this treatment modality should only be considered as an
option in a well-informed patient bothered by significant side-effects.





Sweeney CJ, NEJM, 2015





≥4 bone lesions and ≥1 lesions
beyond the spine/pelvis
or
visceral disease





DEFINITION OF HIGH-VOLUME DISEASE 

74% CHAARTED (visceral [lung or liver] and/or 4 bone metastases, at least one beyond pelvis and vertebral
column)

6% SWOG (visceral [lung or liver] and/ or any appendicular skeletal involvement)

6% simplified version of high-volume of visceral and/or 4 bone lesions regardless of distribution

14% of the panellists had the opinion that high-volume disease is not a clinically meaningful entity.
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M+ Hormone Naive Prostate Cancer



EAU Guidelines 2018



Latitude study
N Engl J Med. 2017 June 4 

Stampede study
N Engl J Med. 2017 June 3 

• Abiraterone ha ricevuto l’approvazione EMA (Nov 2017)

Hormone Sensitive Prostate Cancer



Efficacy end points
Co-primary:
• OS
• rPFS
Secondary: time to
• pain progression
• PSA progression
• next symptomatic 

skeletal event 
• chemotherapy
• subsequent PC 

therapy

ADT 
+ Abiraterone acetate 

1000 mg QD 
+ Prednisone 5 mg QD

(n=597)

ADT 
+ placebos
(n=602)

Patients
• Newly diagnosed 

adult men with high-
risk mHNPC

Meets at least 2 of 3 
high-risk criteria
• Gleason score of 

≥8
• Presence of ≥ 3 

lesions on bone 
scan

• Presence of 
measurable 
visceral lesion

Stratification 
factors
• Presence of visceral 

disease (yes/no)
• ECOG PS (0, 1 vs 2)

R
A
N
D
O
M
I
Z
E
D

1:1

• Conducted at 235 sites in 34 countries in Europe, Asia-Pacific, Latin America, and Canada
• Designed and fully enrolled prior to publication of CHAARTED/STAMPEDE results
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LATITUDE: Study Design

CONFIDENTIAL. For Internal Janssen Use Only.  
All materials are subject to relevant local review processes (i.e. medical, regulatory, HCC, 

legal, and privacy) to ensure compliance with local policies and regulations



Final analysis of phase 3 LATITUDE study in patients (pts) with 
newly diagnosed high-risk metastatic castration naïve prostate 
cancer (NDx-HR mCNPC) treated with abiraterone acetate + 
prednisone (AA+P) added to androgen deprivation therapy (ADT)
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First interim analysis: Coprimary endpoints
(Cut off: October 31, 2016)

1. Fizazi K, et al, N Engl J Med. 2017;377:352-360 20
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HR: 0.62 (95% CI, 0.51-0.76)
P<0.0001

ADT + AA + P, not reached

ADT + placebos, 34.7 mo
No. of events: 406 (48% of 852)
ADT + AA + P: 169
ADT + placebos: 237

Months
No. at risk

ADT + AA + P 597 565 529 479 388 233 93 9
602 564 504 432 332 172 57 2ADT + placebos

Overall Survival

597 533 464 400 353 316 251 177 102 51 21

602 488 367 289 214 168 127 81 41 17 7

HR: 0.47 (95% CI, 0.39-0.55)
P<0.0001
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No. of events
ADT + AA + P: 239
ADT + placebos: 354

ADT + AA + P, 
33.0 mo

ADT + placebos,
14.8 mo

rPFS

No. at risk

ADT + AA + P
ADT + placebos



Final Analysis: Overall Survival

• Median OS for patients receiving ADT + AA+P reached 4.5 years, 16.8 months longer than ADT+ placebos
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ADT + AA + P,  53.3 mo

ADT + placebos, 36.5 mo
No. of events:
ADT + AA + P: 275 (46%)
ADT + placebos: 343 (57%)

HR 0.66 (95% CI: 0.56−0.78)
P<0.0001

Median treatment exposure:
ADT + AA + P: 25.8 mo
ADT + placebos: 14.4 mo

597 565 529 479 425 389 351 311 240 124 40 0
602 564 505 432 368 315 256 220 165 69 23 0

No. at risk

ADT + AA + P

ADT + placebos



Final Analysis: Secondary endpoints

Secondary End Points

ADT + 
AA + P

(n = 597)

ADT +  
placebos
(n = 602) HR (95% CI) P Value

Median 
(months)

Median 
(months)

Time to pain progression 47.4 16.6 0.72 (0.61−0.86) 0.0002

Time to skeletal related event NR NR 0.75 (0.60−0.95) 0.0181

Time to chemotherapy 
initiation NR 57.6 0.51 (0.41−0.63) <0.0001

Time to subsequent PC 
therapy 54.9 21.2 0.45 (0.38−0.53) <0.0001

Time to PFS2 (randomization 
to progression on subsequent 
therapy/death)

53.3 30.1 0.58 (0.49−0.68) <0.0001
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LATITUDE: Overall Survival in High and Low Volume
(CHAARTED definition*)
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Low volumeHigh volume

HR: 0.62 (95% CI: 0·52−0·74)
p<0·0001

ADT + placebos, 33.3 mo

ADT + AA + P, 49.7 mo
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ADT + AA + P, not reached

ADT + placebos, not reached

HR: 0.72 (95% CI: 0·47−1.10)
P=0·1242
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CHAARTER Definition of High and Low Volume: *Presence of visceral metastases and/or ≥4 bone metastases, with at least one outside the vertebral column 
or pelvis

No. at risk

ADT + AA + P

115133 125 9 0235266748897108ADT + placebos

No. at risk

ADT + AA + P

ADT + placebos



Adverse events of special interest

Graded adverse events

ADT + AA+P
n=597

ADT+ Placebos
n=602

Placebo cross over 
to AA+P

n=72
Grade 3 Grade 4 Grade 3 Grade 4 Grade 3 Grade 4

Hypertension
22% <1% 10% <1% 4% 0

Hepatotoxicity 8% 1% 4% 0 4% 0
ALT increased 5% <1% 1% 0 3% 0
AST increased 4% <1% 2% 0 1% 0

Hypokalemia 11% 1% 2% <1% 3% 0
Cardiac Disorders 3% 1% 1% 0 0 0
Fluid retention/edema 1% 0 1% 0 0 0
Osteoporosis including 
osteoporosis-related fractures 2% 0 2% <1% 0 0
Cataract 1% 0 <1% 0 0 0
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Fizazi K, et al. Poster presented at ASCO-GU 2018; abstract 182.

Post hoc analyses

• General population

• High volume sec CHAARTED

The Majority of LATITUDE Patients Met the CHAARTED Definition 
for HV Disease

Clinical Benefits in Patients With HV Disease Were 
Similar to Those Seen in the Overall Population

AA + P 5 mg QD in mHNPC: Detailed Safety Analyses From 
the LATITUDE Phase 3 Trial

P value
HR (95% CI)

0.0004
0.63 (0.49 - 0.81)

CHAARTED HV
long term data







STAMPEDE: ADT+AA+P vs ADT+DOC

ESMO
2017

Recruitment: Nov-2011 to Mar-2013

Reported: ESMO 2017
Published: (paper in development)

Patients: 189 ADT+DOC
377 ADT+AA+P

566 patients randomised 
contemporaneously to either research 
arm

AA+P = abiraterone acetate plus prednisone/prednisolone; ADT = androgen-deprivation therapy; DOC = docetaxel; 
SOC = standard of care (STAMPEDE terminology for ADT)

Adapted from: Sydes M, et al. Abstract LBA31 presented at ESMO 2017

Direct randomized comparison from Sydes M, et al.

Sydes et al Annals Oncology 2018



Sydes et al Annals Oncology 2018

STAMPEDE: ADT+AA+P vs ADT+DOC



Sydes et al Annals Oncology 2018
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Abiraterone vs Docetaxel in 
M+HNPCa

AA+P+ADT vs ADT

Doce+ADT vs ADT
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What patient populations were included?
ADT+AA+P vs ADT ADT+Doce vs ADT

LATITUDE*1 STAMPEDE
(Arm G)2,3 GETUG-AFU 154 CHAARTED5,6 STAMPEDE 

(Arm C)7

Total sample size, n 1199 1917 385 790 1776

Patients with mHSPC 100% 52% 100% 100% 61%

Patients with high-
risk/high volume mHSPC 100% NE 47.5% (183) 65 % (513) NE

Patients with de novo M1 100% 49% 71% 72.8% 58%

Patients with visceral 
metastasis 17.3% 3% 14.5% 15.6% 3.8%

Patients with Gleason 
Score ≥8 98% 74.9% 56.1% 61.3% 70.1%

Not head-to-head comparison studies 

* All LATITUDE patients had high-risk and newly diagnosed metastatic disease
NE, not evaluated

1. Fizazi K, et al. New England J Med. 2017 Jul 27;377(4):352-360; 2. James N, et al. ASCO 2017. LBA5003 and Oral Abstract Session; 3. James N, et 
al. New England J Med. 2017 Jul 27;377(4):338-351; 4. Gravis G, et al. Eur Urol. 2016 Aug;70(2):256-62; 5. Sweeney et al. N Eng J Med 2015; 
378(8): 737-746; 6. Sweeney C, et al. Ann Oncol 2016;27(suppl 6):Abstract (and poster) 720PD; 7. James et al. Lancet 2016; 387(10024):1163-77

HIGH RISK (HR)1

At least 2 of 3:

• ≥3 bone lesions

• Visceral metastasis 

• Gleason score ≥8

HIGH VOLUME (HV)4,5

At least 1 of 2:

• ≥4 bone lesions with 
≥1 beyond the 
vertebral bodies/pelvis

• Visceral metastasis 



LATITUDE vs CHARTEED: QL analysis

Feyerabend S, et al. Poster presented at ASCO-GU 2018; abstract 200.

Mean Change in PRO Scores from Baseline for FACT-P (A) and BPI (B) from LATITUDE and CHAARTED

- Il trattamento continuativo è vantaggioso

rispetto al trattamento di breve durata in 

termini di QoL e controllo del dolore









Thank you!!!
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