
 
Focus sulla malattia 

metastatica ormonosensibile 
(mHSPC) 

 
 

ADT e Terapia ormonale: 
quando e a chi?    

 

Paolo Andrea Zucali 

Dipartimento di Oncologia 

HUMANITAS CANCER CENTER 

Rozzano - Milano 



AGENDA 

• Literature data 

• When ADT + 2nd generation HT? 

• Who? 



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 

Hormone Sensitive Prostate Cancer 

Fizazi K, NEJM 2017  



       Overall Survival as Co-Primary Endpoint:  Results 

Hormone Sensitive Prostate Cancer 
LATITUDE 

Fizazi K, NEJM 2017  



LATITUDE 
MEDIAN FOLLOW UP 41.4 MONTHS 

Fizazi K, ASCO 2018 

36.7 vs NR months 
HR 0.638 p<0.0001 



Fizazi K, NEJM 2017  

LATITUDE 
Secondary Endpoints 



LATITUDE 
AEs of special interest 

Fizazi K, NEJM 2017  



LATITUDE 
Mean change from baseline in worst pain score 

Chi K, JCO 2018 



LATITUDE 
Quality of life: FACT-P 

Chi K, JCO 2018 



STAMPEDE. Multi-Arm Multi-Stage platform design 

Hormone Sensitive Prostate Cancer 
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James N, NEJM  2017  

Hormone Sensitive Prostate Cancer 
STAMPEDE 
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Hormone Sensitive Prostate Cancer 
STAMPEDE 



Failure free survival: HR: 0.29 

James N, NEJM 2017 

Skeletal related events: HR 0.45 

STAMPEDE  
secondary end-points 



STAMPEDE: 
AEs of special 

interest 

James N, NEJM  2017  



LATITUDE + STAMPEDE 
A systematic review and meta-analysis  

Rydzewska LHM, EJC 2017 

 
 

 

OVERALL SURVIVAL:  data available for 2201 pts, 774 deaths recorded 
HR = 0.62   38% reduction risk of death  14% absolute improvement  in OS  at 3 years with AAP 

  PROGRESSION-FREE SURVIVAL: data available for 2201 pts, 1067 events recorded 
  HR = 0.45  55% reduction risk of PFS  28% absolute improvement in PFS  at 3 years with ABI 



LATITUDE + STAMPEDE 
A systematic review and meta-analysis  

Rydzewska LHM, EJC 2017 

 
 

 



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: 
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STAMPEDE 

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

Sydes M, ESMO 2017 

DocP 
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CONCLUSIONS 1 

 

• Literature data:  

upfront treatment with either abiraterone or docetaxel is the new 
standard of care of patients with mHSPC. 

 



• Literature data 

• When ADT + 2nd generation HT? 

• Who? 



Scher HI, et al. J Clin Oncol. 2016;34:1402-18.  

5

The different  stages of prostate cancer

mCRPC, metastatic castration-resistant prostate cancer; 

nmCRPC, non-metastatic castration-resistant prostate cancer; 

mHSPC, metastatic hormone-sensitive prostate cancer.

Localized	or	
locally	advanced	
prostate	cancer

Biochemical	
recurrence

nmCRPC

Primary	
progressive	
mHSPC

Newly	diagnosed	
mHSPC

mCRPC
Terminal	disease

(death)

First prostate cancer diagnosis

Non metastatic

Metastatic castration resistant

Metastatic hormone sensitive

Adapted from: Scher HI, et al. J Clin Oncol. 2016;34:1402-18. Mottet, N, et al. EAU/ESTRO/ESUR/SIOG 
Guidelines on Prostate Cancer 2018. Available from: http://uroweb.org/guideline/prostate-cancer. Accessed 

April 2018.

ADT

The different stages of prostate cancer 



11.6 years 

6.2 years 



Study design of LATITUDE 

Hormone Sensitive Prostate Cancer 

Fizazi K, NEJM 2017  



STAMPEDE. Multi-Arm Multi-Stage platform design 

Hormone Sensitive Prostate Cancer 



STAMPEDE. Multi-Arm Multi-Stage platform design 

Hormone Sensitive Prostate Cancer 



Patients with de novo M1 

32

W hat  pat ient  populat ions w ere included?

ADT+ AA+ P vs ADT ADT+ Doce vs ADT

LATI TUDE* 1 STAMPEDE

( Arm G) 2 ,3
GETUG- AFU 1 5 4 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

HI GH RI SK ( HR) 1

At  least  2  of 3 :

• ≥ 3  bone lesions

• Visceral 

m etastasis 

• Gleason score ≥ 8

HI GH VOLUME ( HV) 4 ,5

At  least  1  of 2 :

• ≥ 4  bone lesions w ith 
≥ 1  beyond the 

vertebral bodies/ pelvis

• Visceral m etastasis 



CONCLUSIONS 2 

 

• Literature data: 

Upfront treatment with either abiraterone or docetaxel is the new 
standard of care of patients with mHSPC. 

 

• When ADT + 2nd generation HT? 

In case of de novo mHSPC 
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Study design of LATITUDE 

Hormone Sensitive Prostate Cancer 

Fizazi K, NEJM 2017  



Hormone Sensitive Prostate Cancer 
LATITUDE 

12

Treatment arms were well balanced

ADT + AA + P
(n = 597)

ADT + Placebos
(n = 602)

Median age, years (range) 68.0 (38-89) 67.0 (33-92)

Gleason score ≥ 8 at initial diagnosis 98% 97%

Patients with ≥ 3 bone metastases at 
screening 98% 97%

Extent of disease
Bone
Liver
Lungs
Node   

97%
5%
12%
47%

98%
5%
12%
48%

Baseline pain score (BPI-SF Item 3)
0-1
2-3
≥ 4

50%
22%
29%

50%
24%
27%

Presented by: Karim Fizazi
Fizazi K, NEJM 2017  



Hormone Sensitive Prostate Cancer 

LATITUDE CHARTEED 

High-volume disease: 

• Visceral M+ and/or 

• ≥4 bone M+ with at least 
one M+ beyond the pelvis 
or vertebral column 

 



• Post hoc analisi: 

• 80 % dei pazienti 
Latitude sono anche 
alto volume (HV) 
secondo I criteri 
Chaarted  

 

 

 

The Majority of LATITUDE pts met the CHAARTED Definition for HV Disease 

Analyses From the LATITUDE Phase 3 Trial 

Fizazi K, ASCO-GU2018 



Impact of prognostic features on outcome 

Impact of prognostic features on outcome

Chaarted

Latitude

Higano CS, ASCO 2018 

 
 

 



Efficacy in  mHS de novo high volume disease 

Overall	survival ADT	+ DOC ADT alone P	value
HR	(95%	CI)

Whole Study Population 

(mo.)

57.6 47.2 0.0017

0.73 (0.59 – 0.89)

High volume (mo.) 51.2 34.4 <0.001

0 .6 3 (0.50 – 0.79)

Low Volume (mo.) 63.5 NR 0.86

1.04 (0.70 – 1.55)

de novo metastatic prostate cancer

High volume (mo.) 48.0 33.1 0.0004

0 .6 3  (0.49 - 0.81)

Low Volume (mo.) 58.3 59.8 0.55 

0.86 (0.52 – 1.42)

Metastatic after prior local therapy*

High volume (mo.) 66.9 51.7 0.37

0.72 (0.36 – 1.46)

Low Volume (mo.) 69.6 NR 0.55 

1.25 (0.60 – 2.60)

mo: months, NR: not reached 

Post hoc Latitude1 CHARTEED long term 2

1.Fizazi K, ASCO-GU 2018; 2.Kyriakopoulos CE, JCO 2018 
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W hat  pat ient  populat ions w ere included?

ADT+ AA+ P vs ADT ADT+ Doce vs ADT

LATI TUDE* 1 STAMPEDE
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GETUG- AFU 1 5 4 CHAARTED5 ,6 STAMPEDE 

( Arm  C) 7
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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

HI GH RI SK ( HR) 1

At  least  2  of 3 :

• ≥ 3  bone lesions

• Visceral 

m etastasis 

• Gleason score ≥ 8

HI GH VOLUME ( HV) 4 ,5

At  least  1  of 2 :

• ≥ 4  bone lesions w ith 
≥ 1  beyond the 

vertebral bodies/ pelvis

• Visceral m etastasis 



Ryan C, ASCO 2018 

OPTIMAL PATIENT SELECTION 



Should forest plots guide therapy?  
LATITUDE 

Fizazi K, NEJM 2017  



Should forest plots guide therapy?  
STAMPEDE 

James N, NEJM  2017  

RT-planned and low 
extent of disease 



LATITUDE + STAMPEDE 
A systematic review and meta-analysis  

Rydzewska LHM, EJC 2017 

 
 

 

Effect of adding AAP to ADT on OS by: 



LATITUDE + STAMPEDE 
A systematic review and meta-analysis  

Rydzewska LHM, EJC 2017 

 
 

 

Effect of adding AAP to ADT on OS by: 

For OS there was evidence that the size of benefit was greater in younger men …. Older 
men are at higer risk of dying from other co-existing conditions or are less able to tolerate 
treatments 

p=0.005 

p=0.033 



Conclusions 3 

 

• Literature data: 

Upfront treatment with either abiraterone or docetaxel is the new 
standard of care of patients with mHSPC. 

 

• When ADT + 2nd generation HT? 

In case of de novo mHSPC 

 

• Who? 

Patients with high risk mHSPC (OS & rPFS high volume; rPFS low volume 
M+ disease). 

Patients unfit for chemotherapy or patients with a preference for oral 
therapy instead of IV. 
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