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High-risk localized Prostate Cancer: 
Systemic ADT you shall give with RXT

Bolla M et al. Lancet. 2002;360:103-108.



High-Risk Localized Prostate Cancer: 
A Local Treatment to Give With ADT

Mason et al. J Clin Oncol. 2015;33:2143-50.
Fossa et al. Eur Urol. 2016;70:684-91.

Deaths from Prostate Cancer

NCIC CTG PR.3/MRC PR07/Int T94-0110 SPCG-7



(years)
0 1 2 3 4 5 6 7 8 9

0

10

20

30

40

50

60

70

80

90

100

O N Number of patients at risk :

100 483 470 452 409 332 235 122 37 4

73 487 476 450 414 354 239 130 52 17

Short ADT

Long ADT

85.3%

(98.2% CI: 80.5-89.0)

Long ADT

Short ADT

80.6%

(98.2% CI: 75.4-84.8)

P-value: 0.0191

(H1: LADT superior)

ADT + RXT: 3 Years > 6 Months (OS)

Bolla, NEJM. 2009;360:2516-27.
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Duration of ADT with RXT: 
18 months or 36 months?

Nabid A et al., ASCO 2017, Abstr. 5008
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HR = 1,024 (0,813-1,289)
p = 0,8411
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HR = 0,948 (0,582-1,546)
p = 0,830

• Relapse-free survival better with 36 months (HR 0,714, IC95% 0,532-0,952, p=0,024)
• No benefit in MFS, OS or specific survival
• QOL better with 18 months

n=630 pts, N0M0, age ≤ 80 y
T3-T4, PSA > 20 ng/ml, Gleason ≥8

Overall Survival Prostate cancer deaths



Immediate ADT improves OS 
in pN+ patients post RP

Messing EM, et al. New Engl J Med. 1999;341(24):1781-1788.

Patients (n)

Immediate therapy      47          47                            40                              8

Observation                51          49                             37                              5

P = .02
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Should adjuvant ADT be used after 
prostatectomy for high-risk patients?

R

ADT x 3y

Surveillance

Ongoing GETUG 20 trial:

pT3b or Gleason 8

pN0 or pNx, PSA undetectable

n=700 planned pts



Docetaxel trials (with ADT) in high-risk
localized prostate cancer: RFS

Fizazi K, Lancet Oncol 2015

James N, Lancet 2016 (Figure courtesy of Nick James)

Sandler H, ASCO 2015
Vale C, Lancet Oncol 2016

HR=0.71 [0.54-0.94]

p=0.017 

62% [52-69]

50% [44-57]

STAMPEDE GETUG 12 RTOG 0521

2016 Meta-analysis: HR=0.70 (0.61, 0.81) for RFS, p<0.0001



Docetaxel in localized prostate cancer: 
“Failure-free survival”
Results based on 2348 men / 842 events

Trial name

Overall
TAX 3501 (Delayed ADT)
TAX 3501 (Immediate ADT)

STAMPEDE (SOC+ZA +/- Doc)
STAMPEDE (SOC +/- Doc) 

RTOG 0521
GETUG 12

HR=0.70 (0.61, 0.81), p<0.0001

.5 1 2

8% absolute reduction in failure 
(from 70% to 62%) at 4 years 

Favours SOC + docetaxel Favours SOC

Vale C, Lancet Oncol 2016; 17: 243-56



UPDATED ANALYSIS OF GETUG-12: RELAPSE-FREE 
SURVIVAL (RFS) (233 eventS) 

p=0.0109

HR=0.71 [0.55-0.93]
p=0.0109

Median RFS: 
11.6 [9.1; NR] vs 8.1 [7.3; 9.6] years

49.4% [42.5%; 56.3%]

36.3% [29.7%; 43.5%]

Fizazi K, ESMO 2018



Ahlgren et al. ASCO 2016 (abstr 5001)
Lin et al. AUA 2016 (abstr 740)

Kellokumpu-Lehtinen et al. ASCO 2018 (abstr 5000)

p=0.078

SPCG12/Ad Pro

(n=459)

VA CSP #553
(n=297)

Other docetaxel trials in high-risk
localized prostate cancer: RFS

SPCG13/Ad Rad

(n=375)



Sensitivity to docetaxel predicted by 
ERG expression? (GETUG 15)

▬ADT + DOCE

▬ADT

Rajpar S, ASCO 2017



ADT 
+ RXT (Prostate + Pelvis)

Primary endpoint:

• cRFS (HR: 070)

Secondary endpoints:
• PSA response at 3 mos
• bPFS
• Metastases-free survival
• CaP-specific survival
• OS
• Acute/Lg term tolerance
• QoL
• Biomarkers (biopsy)

ADT
+ Cabazitaxel x 4 cycles

+ RXT (prostate)

Pts with very high-
risk localized CaP: 
at least 2 of the 
following criteria:
•Gleason≥8
•≥ T3
•PSA>20 ng/mL

Study sponsor: Unicancer

Androgen deprivation 
therapy (ADT) x 3 y

+ RXT (prostate)

ADT 
+ Cabazitaxel x 4 cycles

+ RXT (Prostate + Pelvis)

n= 750 pts recruited

PEACE-2: European Phase III Trial of Cabazitaxel and Pelvic 
Irradiation in Patients With High-risk Localized Prostate Cancer

NCT01952223
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ENZARAD

Enzalutamide (24 months) 
+ 

LHRHA (24months)
+ 

Radiotherapy from weeks 16-24

Eligibility
Localised Prostate Cancer 
Suitable for EBRT
High risk of recurrence

Screening Randomisation 1:1

NSAA (6 months)
+ 

LHRHA (24 months)
+

Radiotherapy from weeks 16-24

Stratification
Gleason Score 8-10
T3-4 disease
PSA ≥ 20ng/mL
Study site

research  trials  outcomes

n=800 planned pts



STAMPEDE Abiraterone: Localized (M0) CaP

HR 0.29
95% CI 0.25 to 0.34
P-value 0.377x10-61

SOC

SOC+AAP

This represents a 71% 
improvement in time to failure 

Events
535 Control | 248 Abiraterone

James N, ESMO 2017

FFS



Abiraterone acetate plus prednisolone with or without 

enzalutamide added to androgen deprivation therapy compared 

to ADT alone for men with high-risk nonmetastatic prostate 

cancer: primary combined analysis from two comparisons in the 

STAMPEDE platform protocol

Gerhardt Attard, Louise Brown, Noel Clarke, Laura Murphy, William Cross, Rob Jones, 
Silke Gillessen, J.Martin Russell, Adrian Cook, Jo Bowen, Anna Lydon, Ian Pedley, Omi 
Parikh, Simon Chowdhury, Zafar Malik, David Matheson, Chris Parker, Matthew Sydes, 
Mahesh Parmar, Nicholas James on behalf of the STAMPEDE investigators*

Conducted by Medical Research Council Trials Unit at University College London, U.K.

ClinicalTrials.gov number, NCT00268476 & Current Controlled Trials number, ISRCTN78818544

*113 U.K. and Swiss sites: list of investigators and collaborators at www.stampedetrial.org

www.stampedetrial.org

http://www.stampedetrial.org/


Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Metastasis-free survival by randomisation period

Kaplan-Meier estimates with 95% CI in lighter shade 
Interaction HR: 1.02, 95% CI: 0.70 – 1.50, P=0.908

Gerhardt Attard MD FRCP PhD



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Overall survival by randomisation period

Kaplan-Meier estimates with 95% CI in lighter shade 

Gerhardt Attard MD FRCP PhD

Interaction between comparisons, P=0.5 
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Adverse events

Worst 
toxicity 
grade in 1st 
2 years

ADT only
(AAP comparison)

ADT only 
(AAP + ENZ 

comparison)
AAP AAP + ENZ

N (454) % N (530) % N (456) % N (522) %

3 118 26 160 30 151 33 277 53

4 12 3 12 2 17 4 23¶ 4

5 0 0 0 0 3* 1 4^ 1

*1 event each of rectal adenocarcinoma, pulmonary haemorrhage and a respiratory disorder

^2 events each of septic shock and sudden death

¶
Toxicities with the largest difference between AAP vs AAP+ENZ = (Gr 3) erectile dysfunction, hypertension, fatigue, 

(Gr 3/4) transaminitis

Gerhardt Attard MD FRCP PhD



Conclusion: Systemic treatment in high-risk
localized prostate cancer

• ADT+RXT to be privileged if life expectancy >5-10 years

• Duration of ADT: 18-36 months, likely to be adjusted based
on comorbidities and individual risk

• Docetaxel improves RFS, but MFS/OS unclear

• Abiraterone added to ADT+ RXT improves dramatically both
MFS and OS: new standard of care (in my opinion)


